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57) Abstract 

Compounds represented by general formula (1) or hydrates thereof which have a COX-2 inhibitory effect and are useful as drugs such 
as an antiinflammatory agent, wherein R 1 repre sen ts linear or branched C } _, alkyl, etc; R 2 represents methanesulfonyl, etc.; and R* 
represents optionally substituted phenyl, etc. 
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w m 

>E2 (PGE2) <0^fiJclCH4r**>^P^*->y^— t2f (COX) 

ftmmfrt-rznxTn'f Ktft&isai cnsa i d) t&*. p 

g«3nT^fcCOX<h€ft£E#JT*fc*f>i;:> St3|5MCOX-K Srfc 
(cf6aSti/S:T-fV!f-fA*COX-2<i:o¥ft;-r*c<i: < i:>i^/5:. Cfl)C 
OX-211 &ffi*i;:BMI£tu ii?!^liS<i:^<i:f63«l/>^:t^c: < i:^We>^lc^ 
*V S£*<DNS A I D«TO**|^JIWlciaSLTO>S:Ctt)«f1tTIWe>^<!: 

COX-1MIW. COX-2<0**3llRfl«IlC{flSr<5U<0^0[) 
rt;£ia#*fle>nTl^ 3 (1), 29-36, 1995. Bio 

organic & Med. Chem. Lett. 5 (8), 8 6 7 — 8 7 
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2, 1 99 5^). U0>U ^Of^ffl(ilxrn^»£T**t)0!)Tli>i<. <fcy 

«n/t c o x - 2 KSftffl^^-raifiij^j&enTu-s. 

>*(*i;«>fr*K?¥(ONSA I D£n«JU±0!ft*ffifM!***- *{fc£1fc<BBB 
*f6Wli, -f»sC (1) 



5t«K R'(*. TfcfcH^ £&£fc1 ~7©ffl8i^L<tt5J-tt»ltt<J57;U*;l/ 
£. K«» 2 ~ 7 ©lltl<> K (i^tt«^07^>r-;P8, K*»2-7 0? 

u < itftmA&<D7JU*JumT&z>7)\,*)ii3j\,7$-ji,m % 7;u*-_jHVft 

2-7 <Dmmti u < [tftw*&<o7)\,'T-)\,m-?3bZ7)\,'r-)\,i} 

*-)UmT&Z7fr*-J\'fi)i>7$-Jl& % - (CH 2 ) m -R 4 £ 

CCT. m|*0~3(DS&«:^U R 4 I*K*» 1 ~ 3 <DEl»t> U< lift 
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R 2 12- S O 2 - R s £mt>t . c CT R s f*KJ*8t 1 ~ 3 <DB» t> L < tetttt 
— tft£ ( 1 ) T^$*l*<b^*W)SIBlCfcl\T. R 1 IC*5(*«jK*» 1 ~ 7 (DEI 

ft. i ~ 6 <Dmmi> u < tt^ttatt©T;u*;u««<»* u < , *^jm* 

x^;u«. n-^ne;u», n-y^jim. n-^>^jim % n -^\*->;i4i«« 

R ' IC*3f**g?*tt 2-7 C0I9SI L < l*#««tt*<D7;U*^S<»: UTtt. ft 
R'(C^lt*^*a4-6©*>^P7^<rx < ;U*«t:UTIi. ->*P7t- 

v^p^>x-;u*» v^p^t^u^^isiifen. v^p^+t 
R'i:6i«7y-jnit &a»fl<6~i 20, mm*. &m&. n^maa 
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R ' lc£l7*7JU*;U&##J&*8t 1 - 7 (DiSSS*) U < (*5*tt«ttO!>7JU*;U« 

TJi>*ju&tttfimat& i - 4 aie&i •& u < ii#tt»ttco7;u*;u3T<fc.5 

(*> 7*'JP'Ol>*» >**g[WA*. 2, 4-/vHfvX 

y -f e>n. 7;u^;usp^w*a 2-4 <Dmm*> u < itft&m 
r ' fcfci7£7;u*~ju8M*#£jwa 2-7 <Dmm*> u< ii#tt»tt<&7;M^ 

JU£Tfc*7;U*rJU*JU7KzjP«<!:l*, 1TOI£(DK*B 2-7 ofiMt) L < li^ 

i*, ^pe*p^Sfc<^£ife>*u 7;^n;uw^«j!iat2-4oiia[«fe 

r 4 ic*5i7£&*» i - 3 eais«t> u< i$^tta«<07;u+;p«T»»$tiTu 
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R'fcfci**- (ch 2 ) m -R 4 rmt>ztizmtis-ut. win, ^{?uyn 

R'^UTI*. TfcfcfiS^ >7vfldk X^;u«. n-^PtJPS. n-y^Jl, 

*-tz>- 1 v^p^Ptr;u>^b«fe«fc^7x-^^»*Li^ 

R l lcfci*£-so 2 -R s -c£fr3ti3«tt, x*>*;u 
TIKI'S, n-^PA>^;U7K-;u» % i -^pa>;uu*-ju££;kU 
>^;U7|?-;i/S % x* >*;p*-;i,$ % n-^p/x>*;u7tv-;p£;&<#£ u< . 

□as^iiftiiUTtt. «*tf. /\py>fiR^. /\py>jsi^-c«*<*ftTo 

££(i-S (O) n -R* (CCT. n|J0~2<D8a«iU R * 1 

mift>ti. yyf&m** mmm?* mmm+s 3$*fi^ x^u 
n - -faejum. i - yp e^u*. t -^i^i, h y 7)\,*u*?-)vm^ 



5 



WO 97/30030 



PCT/JP97/00366 



0T"b«fc07x-;US«<»*L/<, 4-7^*P7x-J|,g % 4- 

^PP7i-;H, 4-7P ; E7i^H 4 4-3-K7IZM, 2. 3-v 
7;U#P7x-./l4k 2, 4-y^Pn7iZJH, 2, 6-y^PP7iz;|/ 
& 3, 4-^QP7i-^8 < 3, 5-v*PP7x:=JI^ 3, 5-->*7 
Pt7i-M, 5-7Pi-2-^PP7iZ^ % 2, 3, 
7I-JH. 2, 4, 6-h'J^PP7i-JH. 2-*PP-4, 5->'7^ 
*P7i-^S, 4-^fJl/7iZJH, 4-If/|/7z- 4-n-7*P 

tr;u7x~;u«» 4-^7^^71^141. 2, 4, 6 - mj>5MU7x— 
4-MJ7^p>f;i/7i^i ( 4-> h**>7x-;us, 4-*^ 

v-3-7^tfP7x^U«#$e>lCff£W*. 

R 3 lc*s(f*ffi*»3'-6 0*>^P7>U^8<i:(i:» p 7*P fc^Ug. ->*p 

tr^uv~^«» t: u a *s=.ju& % epy;u*. 7u;u 
*** x JV)vm. hUTv*'j;i/», **+tfvyju* ^x-^sft^s 

5-^PP-2-fxzjH«{»tUO. 
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2, 4-x^nn7iz;H > 2, 6-y^Pn7z^H > 3, 4-v£ 
□ P7x-Jl>£. 3, 5-^nP7i2J«. 3, 5-y7P€7i-;H. 
5-7-pt-2-^PP7i^H. 2. 3, 5-h'J^PP7i^US. 2, 
4, 6 - h'J^PP7iZ J\,m x 2-*PP-4, 5-y7;^P7iZJH, 

4->^7iZ*l, 4-if^7iz;H, 4-n-7*Pt;;P7iz;n l 

4— fV^Pe;U7i^» v 2, 4, 6-h'J/^-;U7i-;^ 4-hU37 
JU^-P^^U^i^US. 4-> h*i.7iZJH, A-**iVf-*'7x.=4S, 
4-T$/7x-;U« % 4 -- hP7x-;Ug, 4 -> h*->- 3-7^t 

P7iz;n. ->^n^\^->;u3l % 5-7Pi- 2-7U;us. 5-*pp-2 
-Iftlt (1 ) 



(1) 



T'^$n«<k^j«i:UTtt, 2 -X5MU- 1 - (4 -7^P^>y-f;u) -5 
*^t|v - A,- 2 - n - yp tfJH' >K-Jk 1- (4-7"P€^>7^^) -5 

->*>*;M^i>-2-n-:?pe;u<>K-;k 1- (4-^pp^>^ 

- 5 - /^>7,M-^- 2 - n - 7*0 e;K> K-;k 5->*>*;M* 

1 - (4->^-;u^>y-f;u) -2-n-ype;pw>H-;k 5-** 
>^;u^-ju-2-ypt;;u-i - (A-WPfrX-atf-jui^Mji,) -f> 
K-Jk 1- (4-7nn^>y>fii/) -5->^>^;u^-;u-2-^5 i ;n' 
> K— Jk 5 ->^>^;u?tN-;u- 1 - (4-- hp^>y-f jw) - 2 - n -y 
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□ t^M'>K--/k 1- U-a-K'OlAOU) -5-**>;uurt-;i,- 2 

- n - ^P tf ;k-f > K — Jk 1-(2, 4-v^OP^>^;P) -5->^> 
^;u?|v-;u-2-n-yntf^>H-Jk 1- (5-7Dt-2-7P^^) 

- 5 >x;u* - ju- 2- n-yp > k -;k 5 - > * >>um* - ju 

-1- (4-* ~2-n-^Ptr;k-f >K--/k 1 - (6 - 

1- (4-xf- < /U^>y'<;U) -5-**>*;M<-;U-2-n-ypfc;;M' > 
K-;k 1- iS-7n*:-2-*nn'<> % MM -5-**>;up*-;u- 

2- n-yptf;u-r>K-.;k 5 ->*>*ju*-;u- 1 - iA-M-iv*-** 

-2- n-yPtf;K >K-Jk 1- (2. 4, 6-h'J^PP^> 

;u-5->*>*jk*— ;u- 2 - n - y p tr ;u*f >K-;k i - u— <v7n 
tMu^>v-ou) - 5 ->^>x;U7^-;w-2-n-^peji/-<>K->k 1 - 

P'vfr *>;k*;U/K— JU- 5 - ;U- 2-n-^Q If > K — 

;k i- (5 — ^np — 2 —zr / ^ )V) - 5->*>*ji/*-;u- 2 - n -:/p 

t:;kf>K-->k i- (4-n-ypt:;p^>y-<;u) -5-**>;*;u/twu 
- 2-n-ypt:;u-f>K-;k 1-0, s-^pp^/'f^) -5-/ 

^ >^J^r.JU- 2 - n - ^P bT;i/-f >K-;k 1-(2, 3-v7^P^> 

-5->^>^;i/7tv^;u-2-n-yp^u-<>K-;k 1- (3, 4 
- p p'* y iAou) - 5 >x;u*- 2 - n - y p t:;w-f >K- 

;k 1- (2-*PP-4, 5-V7fr*Q'<> x MA') -5->*>XM?z: 
JU- 2 -n-^O e;U-f>K--/k 1- (3. S-y^P^vy-f^) -5- 
>*>>UU7fc=.;U- 2 -n-^P ejM'VK-Jk I - (2, 3, 5-MJ*P 

a^> % MM -5->^>^;p^-ju-2-n-ypt:;U'<>H-;k 1 - 

(2, 4, e-h'J/fiK^^JW 7, 2 -n-^P 

t;U-f>K-ik 1- (2, e-S^oP'OlAOU) -5->*>*JU*=Af 
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jk> -5-^^>^ < /i/7K-;i/-2-n-yae;i/>r>K-;k i - 

"OlAOW -5->^>^;U7ts-;^>H-;k 2 - n -7^U- 1 - (4- 
^□P^>y>C;U) -5-**>>uu*^<f >K-Jk 1- (4-*pp^> 

□ P^>!/-f^) -2-n-^«>;p-5->^>^;P7tv^u-r>H->k l - 
( 4 - * p p * > y-f - 2 - -> * p 7u e;k* ^ - 5 - > * >xj\,*-j\, 
*r>K-Jk 2-7'j^-i- (4-^nn^>^^) - 5 ->*>;*ju*- 
;p-r>K-;k i- (4-^pa^>y^jw - 5 -x*>^ji/*-ju- 2 - n 

-^PbfJU-O K-;k 1- (4-*PP^>y-OU) -5-n-^P/t>^;U 

* 2-n-yp bf;i/-f > f^-;k 1- (4-7;k+p^>y^;u) -5- 
>*>*;U/tw;u-2- (->^p/\+-fe>- 1 — — r > K-;k 1- (4 

-*pp^>V>f;u) - 5 -;**>*;U/tv-ju- 2-?x— JlH'V K-Jk 1 - 
( 4 - * p P * > !/-f ;U) - 5 >^;UtK~;u- 2 - >f v :/p - > k 
-JkW*U<. 1- (4-7;k*P^>'/-<;U) -5-**>yUk*-;|,-2 

-;u-2-n-yptf;k-<>H-;k i - U-*pp'<>y-f;i,) - 5 

*5gW©rt;^*!!(i, UTS* C<fct>T# -5. 

-»5£ ( 1 ) 



T^$n*^^»i«, -nast (2) 




(i) 
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H 

R 3 COOH (3) 

£A, seictf^U^iTkJRfb^MJ^A, *fcl**H»g*. »*U<iih'Ji 

v*rv^nt:;ui^7sx t'jyx 2, 6 -v> 5^1,-4 - 

;p*^A75K (DM F) . 5>**;U7"fe H75 K. xh^fcKP?^ (TH 
F) fc<!:#ffll->e>tU »*K«^^f-;i/^;UA75 K^ffloe>n*. JSJfciSfi 
tt, -10-1 0 0'C<7)IBJ^»*U<. ftlC#$U\<DI*0~3 OtST**. 

z<D5.&lt* JWK--tt3t (2) <Dfc£fc**SS*!iJIU;fc8Hc. flE-Aft 

^->'j;U7$K, *y*Atf*MJ*?\«>v'JJU7S ^MJSAfcf^MJ 
>7MUv'j;U7£K. **<W-h'J*A, **<b*U*Afc<i:a<ifc*j^ #£U 
<tt. **fl:^hU^A*fflt^. StoStttt, fh7tKP77X x-x 
;k ***tf->'; v>>h*->I*X v>^l/^A75K. 5»*;P7-feh7 

£BH>*. K&Sfiti*. 0-1 oot:Tfre>^ ff£u<i*o~3otrcf7e>. 
tfjE-aje; (2) -c^sn^b^Hi. -wen. m t ic *s u jts jt* & ic u 

10 



WO 97/30030 



PCT/JP97/0O366 



ksJL-N ^ *~ JHF *~ 
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Ph 
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CH2CI2 



N 

4 




t-BuNH2-BH 3 
AJCb. CH2CI2* 




n-BuLi, RSSSR 5 
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NaH 



R 3 COCI, DMF 



8 




^U75X t'JyX 2, 6-^^-4-7$ye'Jv>^ffllxe)n-5o 
77/P:r^;/*tittiS8<hlyTli, v*7SfMUUA7£ h\ v^^UT-fehTa 

-1 0~1 0 0t:<Z>|8);Wif£O<. «IC. 0~3 0TC# 
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IfSEKIiU^A^-f yynejP75 K ( L D A) % 'J^^A^tf 
^P7-fK (TMSCI) £»TUfr?. 

<b£1* 3 fl^k^j 4 'scajs&fi, 7;wus$#a<gs*» i ~ 6 ojiia^fcii 

<i:05W«liSaoJS»fC, JU-f *M£ttl*.. W<«#LfciftlCfl;£1*l3(Ov*PP 

oe>*i*»#ffloe>*u ig<b7^5^.9A, 7Ky»J>«. =.7vit 

*S*x~r;UIK*. ttK. M<b7>5HEX =JS<b», Bi£<b», HJSfbtf 

u^A*<ffli\e>n, $e > (cff*u<ii. Js^^s^Ajwu^n*. 

<b^i4^e»<b^1*l5^(DRjc5li. t -^JU7^»H^>a{*<!:fi<b7;u^ 
^A<Dv*pp**>££<&;Si8L -fou<ii*»b7K^ft^-hy>A < h h'J7 

2 0^3 0t:T*-5. 

-x^^0*»(c; £«ft&A£& ff*L<ttn-7*JUU«A. s-7^ 

;U«J^-^A» £e>lC$?$L<(*n-:75MH»f">A*. -1 0 0 5 0t. » 

£L<(*-8 0 7 Ot|CT»TUT. <flt#Ufc»lC. VTJWWsXJU 

7* KR S SSR S (R 5 (i. WIE<i:l^i;«i**«t>-r. ) . mxiis S J**)\,*J* 
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IO**ClClii&MR (mCPBA) €*Q^P. «bl><«U it&til 6 <DT )\, 
V> (OXONE) (gHffi«) <Dfi«7k£toATi7oTt><fcU. 

y-;k £fcii7:/P7M y*m&%&* #£L<uts;;*^k*;kA7S h\ 7" 

U<lt8 0~1 0 CCTffP. 

•JX5W75X v<V^Ptf;kX5=-;k7'$>, t'JyX 2, 6-v>^U- 

J^A75 K. 5>**JU7-fch7S r\ t t KP77>fc£#ffloe> 
tl. 0*U<liv>5 L ^;kA75 £££g(*, -1 0- 

fcfc* HttiC (1) lCfcl*£R'#* 7^U+JU»#*KJH* 1 ~ 7 OiSSI* fcli 
#tt»tt<& S7^l* ;u#x $ 7 ;i^rz:;U0^^ 
2 ~ 7 (OjSffl*^tt7^tt»«©7^-;P»T*S7^x;ktj JI/t^^JU 

*fc«7;u*-;u»»a«R«» 2-7 ©e«*fctt#tt«tt©7;u*z:ji,3 
Ji. »*u<tt**fc***:r-MJ$A. 7k^bUf 1 '7A7;u$-'7A$fflo« 
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11 12 

'n-BuLi, RSSSR 5 
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n-BuU, RSSSR 5 T" ]T >-R 1a mCPBA 




THF ~ | CHCb 





KOH >— R ,a NaH 

MeOH H R 3 COCI. DMF 

15 "° 
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;l/X^U75>, t'Jy>, 2, 6-vm-4-7SyeiJy>m^n 

xh^fc KP75>fc<t:#fflUS*V #£L< liy^f;i/^A7S K 
#ffiO£>*l*. K£igg|* % -1 0~1 0 Ot<D|BJ##£U<. ft|c. 0-30 

<l*7^ttaitt07^^U/\5-f'K : R'-A (5t«k R 8 fc«fcDCAIifiJ52<!:l3 

m&mt>t) * »*u<ii«j)5»i'-4<Dieat>L<ii^ttaitt<D7;u+;u/\^ 

<b£4fti 2*fcte<b£«!M 1 Oxh7tKP77> ! feU<lix-7 L ;u>i<i:0jS«lc, 

U<lin-^^U5 L ^A*, -100 SOt:, #£L<tt-80 7 0*C 

ICTS9TLT, B<m${sttmz. y7;Wy^7-fh':R 5 SSR 5 (R s (i. 

it&Ql 1 3^e^«51 4 ^(DEjE&lS. ik^Sl 3<Ov*PP>*>, *pp 

*jkA. xh^*PP**>fc<^W«;S«©;m »$U<l^nn*M© 
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t. #$u<ii80~i oot:TfTp. 

fcfcTJ'J-^A. $6fc»$U<ii7k*fb^-hU 1 >A, £fcfiW«HSS. #£U< 
ffll*£>*V #£L<liv>5^M^k&7~ K#m*bft<5. KJSSgl*. -1 0 



"DO 

H 



KH. t-BuLi 



F^SSR 5 , THF 



NaH, PhSQ2CI 
DMF 



R 5 S 



17 



n-BuLi. HMPA 
R 10 -A, THF 




KOH 



MeOH 




NaH 



22 



R'COCI. DMF r3^\ 



23 



3£«K R\ R 5 fc«fc^AI*BWe<»:l?li;«i*€*t>U, R ,0 l*Kfc»1 ~7© 



1 o, 
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<07;u^;u», 2-7 ©e«*> u < i*tt««tt<D7;u*^S£fc 

B- (CH 2 ) m -R 4 ££fcu R^liTkJRfiR^^ttgliRai-roism 

u < i*tt«iM*<B7;u*;us, m*k& 2 ~ 7 offitu t> u < 
)\,T-)vm. m.m& 2-7 ©ism* u< i*7M*aitt<&7;M^us£fcfi 
- (ch ? ) m -R 4 £a*>u mts&ztR'imRtmcMmz&tot. 

fcaU^AfcttliL -20-0t, #£U<I*-1 0~OtTB<«»l/fc» 

UWA*»*Ktt- 1 0 0— 5 Se>IC»£L<tt-8 0 7 0t 

lC*5l\T»TU/t:&U:» yjm^7-f KR'SSR 5 (St*. R s (i, IftSE 

a. jMUkay-jPA, *»4b±hU^A» *»<bay*A. seicffSKf** 

;UX^75X fc!U5». 2, 6-$;*7\/U-4-7Sy tfU*>J&<fflO£n 

#ffl^e>*vs. s^ssi*. -i o~i oow*k, ftic o-3ow 

> % vX^UX-^fc£<0W«8«lC{b£SJ1 9£jS*$1*\ *<&>8fc*IC*i 
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SI 4 (HMPA) % N, N, N. N-f h7>fJHfl/>v7$> (TMED 
A) «L<f*^*1M7';U*a*7*MJ7'S K (HMPT) , #£U<(iHM 

p a * an*. $ e> ic7ju*ju8m*#&*» 1 - 7 amm* u < i^«t««o7^ 

*T**7;U*;U/\^-f *>^P7^*^aJ^K*a3~6<D*>^07;U* 
JU*T*£ ♦> £ □ 7iV*)V* f-M**> U < (*•> * □ 7 St* JUX^UTCfe* 7 
4^/\7*< K» *fctt7;Kr-^»^K*» 2-7 (DiSfll't) U < &K&mft<D 
7;Krz:^/\^^ H^:£T**/\py>{btt: R'°-A R ,0 fc<fcafAli 
fftIE<fcP)DSi!*££fr-f) €STUTf79. 
flS^jj 2 0 ^6^^*52 1 's<&E)££fctt<b£1*n 9^e><fc^J2 1 ^<DEJ& 

i*, *b£«52 o£fc(i<fr&tti 9©^pp>^>. *pp*jua* fh7^no 
<b^a2 i a>e><ffc^i*2 2^<os*«» 7;m-;k #£u<ii;**/-;k 

*>L<I*S»*1*. -f-OR^ig^JtTlcBlftT-h'J^A, 7XH4b*'j7A, *« 
<by7^Afc<tN0fc*^ffiS*jto*Tf7?. C(BBS<DE£i8«tt* 0-15 0 

»*Ktt8 0~-i ootrcfr?. 

fflUTfr?. *®&«®JtS(*iHMfc0lttS. »*U<«7jc*^hU'>A, Tic 
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5 Y)ni 

^"T 1 ii) n-Bu3Sna 



i) LDA 



Ph 



I 



24 



■j 1 Sn(n-Bu) 3 R n. A 

Ph 

25 



i) LDA 
S) 



R« 



Ph' 
26 



mCPBA 



I 

SQ2 



'R 1 



r 13 ch/ 



TsOH 





ph/ sc fe 

30 
KOH 



R 5 Q2 



31 



>lc 



i) NaH 



1. ii)R 3 COCI 



R 3 ' 



32 



t)\ R ,2 fc<ttXR ,3 tt, - (ch 2 > n -mzmt> 
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'VxD 7 u 

C©»Ji^lc«fciJS!|Ji5tl*W>K-;m!3H*<b^«!l < »:UTtt, R ,2 #. > 
R' 3 ^ **i?T*5fb^!!2 7 > 28*5j;tf29, R ,2 fccfctfR ' 3 
tfi-n\Z. - (CH 2 ) 4 -T&*<b^«J2 7. 2 8^2 9. R ,x tfi? x-Jl, 

«T**<b^2 6fc<ttf 3 o£*ra<*<!:-r* % r ,c #. -*-nen» -fv^p/s 
-)vm. *>^o^\+-b>- 1 ->r;u». 7i^/u*T&<5<(b£*j3 2^«*f^cf 

;i/f>^D'JK (n-Bu,SnCI) CC-Cfflt^JS»tt, Ut^A 

v-f V :7*P t?JU7 $ H v U7^Abf*MJ.*7^>'JJU75 K. ^U'JAt^h 

£ a» **Mb*y OAizHtnbZtfi. #£0<i*, y^A-^yynws 

>7\>UU>«MJ7S K. h ^ > tMUX?- L/>y75 >3 fcEtfiBift IC jfclm*- 

-100-10 otrcfr^a** #£L<ii* -7 s-otrcfi?. 

{t^J2 5>e><b^l*J2 6^<DSJCI1. <b^«52 5 (C/t^ v-7AKH<b7 U - 
^A7'fHttli^fP7 l J-^A7'fK: R"-A (5t«K R"fc<fctf Aliiffl 
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-f» /t7^Ay^PUK (Ph 3 P) .PdCl^ffll^. 

U<«, **V-Jk X*/-jl,£fflo<5. £jfciS£li0~1 OO-CTfr^^ 

fff^L<ll 7 0 — 9 0*CT*t5. 

4b£1&2 4A>bfc^2 7'M?)J5UfcGL <k£1*2 4£ig£*!yiUfc<ftfC. TIE 

R1 \ 2 

c=o 

R 13 CH^ 

;k> y ;U7 * K » > h y * a h y > ^;k> y ;U7 s h y £ a. 

★ant^y^A/i ff£L<(i. y^«7Av-f yyntr;u7'$ K^ffl 

*X 5»*;Mt;k&75K, 5»9^7-feh75K $>***yUU**-> Kfc 
£.tfi$>Z>tfi. #£l/<|*. fh7t Kn;77>£ffl05. J5£iSgl*0~l 0 0 
tTfT^^ #*L<li0~3 OtTft?. 
ft^&l 2 7 0* €>fc£«| 2 8 ^OKJfctt. <k^j 2 7 Zmm* Z C<tlC<tU?7 

*JHt«. hy7;w-a>*>;***>K. 7yft*7*i-fJbiMt'^ 
o~2 o otTfTftfcn*j&«. »*u<(ifflt\«js«K©^Ja±T?Te). 

<fc£1*J 2 8 a>£<ft£1*l 2 9 ^<Dfc&£filli.{t&m 2 6 ^t><k^J 3 0 ^(D&jfc 
It. -ttl-fn, <fc^«9 2 8 £ fcl;Hfc£«l 2 6£Bfc-r<5C(!:IC<fciJf7e>. jflu* 
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£L<li. 0^77*73. SlSiSjdfi, *PPtM/A. v*PP>*>. 
PP>*X fh7tKD77>. #*L<l*£pp*JkA 

Sfci*. <b^2 8*fci;Mb£fc2 6<&7;uri--jk »*u<ii>^ 

fc^fc) 2 9 S.tzlttt.'Srih 3 o a>e><b£*i 3 1 ^<OSJC6«, -fb^«J 2 9 Zfizltit 

7"KU^A, TkBKba'J^A, *»fl:U^A» *»t/*g*A, *B<b^* 
->-7Afc£#fc*#, »*L<(i7kBWb*«J'7A*fflu^ fij&Sfiii, 0-1 

0 OtTff?^ #£L<li. 8 0-1 OOTCTfrS. KJfcig&te. J 

-;k x^y-ik 7n/w-fr % fh7t KP7^>Si,<lictie>a>£^g 

^b^5 3 1 »§1tM3 2'\<Bg£fi. {b^5 3 1 egSMLfctttC. -Aft 

St (3) : 

R 3 COOH (3) 

PbMk75K, 'J^Aexh'Jy^k>U;kT5H. AU9Ae7h'J/^ 
->'j;k75K\ ^MJ*Ae*MJ.*7S>k>U;k7* K» fcJIWb^h'JSA. * 

£L<I*. $>*^UJM>A75K*fflO*. EtfSfifi* 0-1 0 OtTCff? 
#$L<I*0~3 otrefr?. 
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*feM^b^l«. x^O^yyt- bf-2eS^ffl^WU L 
ePTIi. 3~1 5 0mg/kg. »«PTIi, 1-5 0mg/kgTJ65. 

mm. hkrm. e^ao, «#jw, mmsmmm^itmmu^^mm 

*fBW*b£toc)Wffltt**-rfc&ic» *£W<b£tt<Dft£W{b£1*itf> 

c o x - 2 &mftmizwtzmmuitfezkzummiz7ikt. 
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mm 



R 2 r3 



1 -Et MeS0 2 — ~ ^3^ F 

2 -rvPr MeS o 2 — ~^3" F 

3 — n-Pr MeS0 2 — — ^3~ Bf 

4 -n-Pr MeS0 2 — ~^3~ CI 

5 -n-Pr MeS0 2 — —f\ Me 



6 -n-Pr MeS0 2 — ~^3^ CF3 

7 -Me MeS0 2 — _<f~~Vci 



8 -n-Pr MeS0 2 — _/~\_ NC > 



2 

9 -n-Pr MeS0 2 — ~^3 h ~* 

1 0 -n-Pr A/1eS0 2 — _/~V_. c , 




Br 



O 

1 1 -n-Pr MeSO z — ~~ \jf 

1 2 -n-Pr MeS0 2 — — f~\ 0 Me 



1 3 — n-Pr MeSO, — — f*** 




CI 

1 d - -n-Pr MeSO,— —f% 




Br 

I 5 -n-Pr MeSO,— — 

CI 

! 6 -n-Pr MeSO,— — <f~\-SMe 
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f ? 


R 1 


R 2 

n 




2 9 


-n-Pr 


MeS0 2 — 


Me. 


3 0 


—n-Pr 


MeSOj — 


Me 


3 1 


— n-Pr 


MeSOs — 


F 


3 2 


— H 


MeS0 2 — 




3 3 


— TVC4H9 


MeS0 2 — 


-Q-ci 


3 4 


— n-CjH-i ! 


MeS0 2 — 


-o« 


3 5 


— n-C 6 H 13 


MeS0 2 — 


-0° 


3 6 




MeS0 2 — 


-0-0 


3 7 


-CC=CH 2 
H 2 H 2 


MeS0 2 — 


-0° 


3 8 


-n-Pr 


EtS0 2 — 


-0-0 


3 9 


-n-Pr 


n-PrS0 2 — 


-0-° 



4 0 ""CD MeS0 2 — -^^_ F 

4 1 MeSO ? — — ^ 



CH 



3 




CI 



4 2 -CH=CH 2 MeSO ? — ~~ ^3~ CI 
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1- JU/fc- JU) -2-X^-5->^|/^^>K~JU 

1 - e<>ii>X)l,*-Jl,) - 5 -ynt- 2 -X^JU^ > (8 1 Om 

g) ©xh7/WHP77>iS* (2 0m I) IC. 3*SUfcT> -7 8t|ZTn 
-7"^'J^A(1. 65M. n-s\*V>mm. 1. 7 5ml)^»TU 
fc. E£E£&l£|5)Sff (CT 1 5^B|«ffUfc»JC» v^^^XJU^-f K (2 
7 2mg) *iq*. S6lC-7 8t;T2B#|««ttUS:. -£CT, EJ6£^tt*£ 

> (1 : 8) £fflOTiWHj (2 5 6mg) 

NMR (CDC I ,) 0fiS:l. 30 (3H, t. J = 7. 4Hz) , 2. 47 
(3H, s) , 2. 99 (2H. q, J=7. 4Hz), 6. 32 (1H. 
s) , 7. 19 (1H, dd, J=2. OHz, 8. 8Hz) , 7. 28-7. 
56 (4 H. m) , 7. 71 (2H, d, J=6. 8Hz), 8. 09 (1H, 
d, J =8. 6 H z) 

1- XJUTk-Jl, ) - 2 -X^Jl- 5 -**>*Jl,7fc-jl,W V K-vl, 

MfH 1 <0<b^4<5 (6 6 Omg) <&*PP7fc/UA;g>fc (3ml) lc, 0t:T7 

0*>**PPia*£«* (8 9. 5mg) Sim*. ^iSSfCT miWtXI? b 
;*lc, KJ£SnU!l*ISMW7klC£lt* ^PPsM/ATttiiJUi:. 4rpp* 

;UA»*|g»ftiS7KT3t^L. J»7K«MT^->^AT^«l. jgii> SIBLfc. 

cct. ^^n^Kiai^v'j^y^^A^p^h^^-f-icMu 

tUT^PP^A:>^y-;U (50:1) £fflHTB*J*8£#*U <*fclC 
7-bh>/n-^+-tf>^e.SeflU (4 0. 8mg) 



27 



WO 97/30030 



PCT/JP97/00366 



NMR (CDC I 3 ) GM: 1. 3 6 (3H, t. J =7. 4Hz), 3. 00- 
3. 1 8 (2 H, m) , 3. 0 8 (3 H, s) , 6. 5 1 (1 H, s) , 7. 4 
0-7. 90 (6H, rn), 8. 06 (1H, d, J = 1. 1Hz). 8. 37 
(1 H, d. J =8. 9Hz) 

2 -X5^U- 5 >;*;U7fc- juw > k-ju 

*t«2©fk^jj (4 8. Omg) <D/-#/ —JVr&M (5ml) (C» IN-* 
»<b*'J^A7kjS)S (6 5 0m I ) JQ»TO*2B*BJf7:3/t. ;*lc % S 

fflflW->'J*y^OTh^7-f-ICf«tU JS§8»«W:LT*PP7M,A : * 

(2 0: 1 ) £fflUTBA*lfcl (2 7. 7mg) 
NMR (CDC I,) 50: 1. 36 (3H. t. J = 7. 6H2) , 2. 82 
(2H, q, J=7. 6H2). 3. 07 (3H, s), 6. 36 (1H, 
s) . 7. 40 (1 H, d, J=8. 6Hz) , 7. 78 (1H, dd, J = 
1. 9 H z, 8. 6Hz). 8. 14 (1 H. s), 8. 62 (1H, bs) 
Jtttfll 

4MNN3 4><I:M (2 0. Omg) <Dv>f\Mv>UA75 KiSjft (2ml) 
IC. CCICT6 OX*JJMfc*-h'J*A (5. 4mg) £ftj;tfc. KfcS^fcE 
iSfflCTI 5^|B!«»0^ajC, 4-7;WP^>^Ma'JK (2 1. 4m 
g) £imx.> £6(CSiST2l$IW«#Wi:o -tCT. KJfcS^ft£l&»*£fl:7> 
^•^ATkiS^lCftJt. MUX>TttaiU/i:. HUx>Jl£ia«£J£*-cft3> 

»v'J/iy;U*7A^PTh^7^-lCftU «{il»«l<»:LT^PP^A : 
(100:1) £fflOTBtt*5£#*tU <* blC7"fe h >/ n -/\* 
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v>fr*>mmai, % s(tm<D&8 s o 8. im g > 

NMR (CDC I 3 ) dm: 1. 29 (3H. t. J = 7. 3H 2 ). 2 . 85 
(2H, q, J = 7. 3Hz). 3. 06 (3H. s), 6. 62 (1H, 

s) , 7. 0 7 (1 H, d, J = 8. 9Hz) . 7. 3 (2H. m) , 7. 8 
(2 H, m) . 8. 1 4 (1 H, s) 

1- (^>*f>;vMt-;i,) -5-^P^-2-^g^-;u < <>K-JU 
«l7K^Pt:^>K (9 5 7mg) £J&ffc7;U~-£A (1. 9 6g) OJgfl;* 
^l^SSfc (6ml) £gST1 5#BH«*U/i:. ifcfc. 1 - (^>tf>^U 
7ts-;U) -5-^P^E-2- hU>^-;UvU^-f>K-;U (1. Og) ©Jfrfb* 
?^>;8» (6ml) * 6fC^iSeiCT miBJ«^ L>t. iXlZ. Rjfcg 

^J^^Tk^C^ft. *K<fc*MJ£AT£314<!:Lfc&(C. J&ffc^UVTtt 

Sift. ^e>tl^aa5*v«J*^UA^A^p-7h^7^- 
(CtfU iSiUiS«<h LTRSlf^ : n-^V> (1:4) £J?}UTBtt1«!) 
(7 8 Omg) 

NMR (CDCI } ) 0fil: 1. 25 (3H, t. J = 7. 3Hz), 2. 98 
(2H, q, J=7. 3Hz), 6. 93 (1H, s), 7. 31-7. 66 
(4H, m), 7. 68 (1H, d. J = 1. 9Hz), 7. 86-8. 08 
(3 H, m) 

1- (^>-bf>^U/K-Jb) -5^a^-2-n-yDtr^>K-Jl> 
t-75S>U7£>-7K7> (2. 22g) <htt<b7;U5-^A (3. 40g) 

(o&tict^ymmL d 3 om i y c#*hn 4 ottaife (10. o g ) <&js<t 

t^ls^fe (1 3 0m I ) iitaXtt. EJ&SdUiS 1 ttflttttfe. EJ£j8*{C 
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TJg<fc>^U>: n-'vMJ-^ (2:3) £ffll\T@W«5 (6. 67g)^ 
fc. 

NMR (CDC I 3 ) fififi: 1. 02 (3H, t, J = 7. 3Hz) , 1. 77- 
1. 91 (2H, m), 2. 94 (2H, t. J =7. 3Hz), 6. 33 (1 

H, s) , 7. 2 9-7. 4 3 <4H, m> , 7. 5 (2 H, m) . 7. 7 0 
(1H, d, J=7. 8Hz), 8. 04 (1H, d, J = 8. 9Hz) 

1- {^>M>7.)\fi^=.)V) -5->^^-2-n-^aejUW>H-JU 
<MS« 5 <0<b^*a (1. 30g) . *J*TJV*JM-74 K (2 9 5mg) tn 

-WJ^A(1. 65M. n-'S+tfVSjfc 3. 13ml)£fflUT, 
iP]«^-CSW«) (5 9 7mg) 

NMR (CDC I ,) affl : 1 . 01 (3H, t, J = 7. 3Hz), 1. 6 5- 

I. 87 (2H, m) , 2. 49 (3H, s) , 2. 94 (2H, t. J=7. 
3Hz), 6. 32 (1H, s), 7. 20 (1 H, dd, J =1 . 6Hz, 
8. 9Hz). 7. 31 (1H. s). 7. 35-7. 57 (3 H, m) , 7. 
71 (2H, d, J=7. 6Hz) , 8. 08 (1H, d. J=8. 9Hz) 

1- (^>-g>*;M*-;to - 5 ->^>;uu*— ;u- 2-n-zfa eju^> 

#^«6aMt^iJ (5 2 8mg) . 7 0 %>**P (7 5 4m 

g) £ffli>T* vmmztmwzyim-camvi (3 9 2m g > 

NMR (CDC I ,) «fll:1. 04 (3H, t, J = 7. 3Hz), 1. 71- 
1. 87 (2H, m), 2. 99 (2H, t, J=7. 3Hz), 3. 01 (3 
H, s), 6. 51 (1H, s), 7. 20-7. 63 (3 H, m) , 7. 75 
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(2H, d, J=7. 8Hz) , 7. 81 (1H, d d . J = 1. 6, 8. 8H 
z) , 8. 05 (1H, d, J = 1. 6Hz), 8. 35 (1H, d, J=8. 
8 H z) 

5 - > * >X;i/7ft—JL,- 2 - n-zfn > H -Jl 

&%m7<Dit£Ql (27. Omg) ilN KBit* 'J ^ATkiSifc ( 3 7 8 /* 
I) £flH*-C #^l«3<i:^«^:^TBW«!I (1 6. Omg) 
NMR (CDCI 3 ) tf« : 0. 96 (3H, t. J=7. 4Hz), 1. 6 0- 
1. 80 (2H, m), 2. 69 (2H, t, J=7. 3Hz), 3. 00 (3 

H, s), 6. 30 (1H, s) , 7. 33 (1H, d, J=8. 4Hz), 
7. 56 (1H. dd, J = 1. 8Hz, 6. 4Hz) , 8. 07 (1H. 
s) , 8. 4 1 (1 H, b s) 

Steffi 2 

£#«8<Dfl;^*J (1 4. Omg) % 4-7;Wn^>^^PUK (1 
4. Omg) £6 0 XfrStfti- b V 5 A (3. 5mg) £fflUT» H«§0n £E 
«fc*farCBM«a (19. 2mg) 

NMR (CDCI,) tf«:0. 95 (3H. t, J=7. 3Hz). 1. 57- 

I. 76 (2H, m) , 2. 82 (2H, t, J=7. 6Hz), 3. 06 (3 
H, s), 6. 61 (1H, s) , 7. 05 (1H, d. J=8. 6Hz), 

7. 14-7. 32 (2H, m). 7. 58 (1H, dd, J=1. 6Hz, 

8. 6Hz). 8. 14 (1H, d, J = 1. 6Hz) 
^SSft 3 

i- (4-^p^>y>f;u) - 5 - >*>*;u7ft-;i>- 2 - n -^aejuw 
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^*«8<0{t^I (9 0. Omg) . 4 -^P^^OlAOU^pij K ( i 2 5 
me) £6 0%frXfc±htJOA (2 2. 8mg) fcfflOT. H«S0| 1 <b l5|«fc 
£&TStt1fa'(i 1 Omg) 

NMR (CDC I 3 ) 612:0. 95 (3H, t, J=7. 4Hz), 1. 55- 
1. 75 (2H, m), 2. 81 (2H, t, J=7. 6Hz), 3. 05 (3 

H, s), 6. 60 (1 H, s), 7. 05 (1H, d, J=8. 9 Hz) , 
7. 48-7. 78 (5H, m) , 8. 13 (1 H, s) 

nnm4 

i- (4-^pp^>iAqu) - 5->^>xjU7t^-;i/-2 -n-yneju^ 

SM^I 8 O-ft^S (9 0. Omg) » 4-^PP^W-f^pij f« (9 9. 
6mg) «t6 0%7k«<b^-hU^A (2 2. 8mg) £fflt*7\ SSJIUHl iPIttl 
£*;rCBW1*l (1 1 5mg) 

NMR (CDC I ,) «<B:0. 95 (3H, t, J=7. 4H z) , 1. 5 5- 

I. 78 (2H, m), 2. 81 (2H, t. J=7. 6Hz) , 3. 06 (3 
H, s), 6. 60 (1H, s), 7. 05 (1H, d. J=8. 6Hz), 

7. 51 (2H, d, J=8. 6Hz) . 7. 58 (1H, dd, J = 1. 8H 
z. 1. 7Hz), 7. 6 8 (2 H. d, J=8. 6Hz), 8. 13 (1H, 
d. J = 1 . 7 H z) 
^J6$l 5 

5 ->^>^;U^-JP- 1 - (4-j*3^U^>»7*01,) -2-n-^Pt^JbW 

&m&8<Dit$m (90. omg), 4->^;^>y^;p^pu K (8 8. 

Omg) £6 0%7k*fl:^-hy^A (2 2. 8mg) £fflt*T\ 1 <hl^« 

^T§W«5 (1 2 6mg) 

NMR (CDCI,) 0«: 0. 91 (3H, t, J=7. 4Hz), 1. 5 6- 
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1. 78 (2H, m), 2. 48 (2H, t, J=7. 6Hz), 2. 83 (3 

H, s), 3. 05 (3H, s), 6. 59 (1H, s), 7. 04 (1 H, 

d, J = 8. 8Hz) , 7. 32 (2H, d, J=8. 4Hz), 7. 55 (1 

H, dd. J = 1. 7Hz, 8. 8Hz) . 7. 62 (1H, d, J=8. 4H 

z) , 8. 12 (1 H, d, J = 1 . 7 H z) 

^lifsfti 6 

5->^>*;U/fc- 7U-2-n-^Dbf;|/- 1 - (4- HJ^JM-p,*^^ 

^^W8co<bo1ft O o. omg) . 4- h'J 7;^npt^-;u^>y-r;i/^p 

•J K (1 1 9mg) <t6 O^Tjcft^hU^A (2 2. 8mg) $ffl^T. H«| 

011 trntitenm-cBmyi d 4 5m g ) zntz. 

NMR (CDCI 3 ) ««: 0. 95 (3H, t, J=7. 4), 1. 56-1. 
80 (2H, m) , 2. 79 (2H, t, J=7. 6Hz) . 3. 06 (3H, 
s), 6. 63 (1H, s), 7. 03 (1H, d, J=8. 6Hz). 7. 5 
9 (1H, dd. J = 1. 7Hz, 8. 6Hz) , 7. 7 3-7. 9 6 (4H. 
m) , 8. 14 (1 H, d, J = 1 . 7 H z) 

1- (^>-^>7,J^-JU) -5->^>^7t^-;u-2->^H'>K-;u 

(2 5 Omg). IN *»-ft* U S AtJcjSjS ( 1 . 4 3ml) WT#^1 
3<tl3ttfc#&TBfi«F*5 (1 3 8mg) 

NMR (CDCI,) dm: 2. 50 (3H, s). 3. 07 (3H, s), 6. 
37 (1H, s), 7. 40 (1H, d, J=8. 4Hz), 7. 67 (1H, 
dd, J = 1. 6Hz, 8. 4Hz), 8. 14 (1H, s). 8. 19 (1 
H, b s ) 
^JS$I 7 
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1- (4-^PP^WWJI ,) - 5 -y-^^XJ^-Jl- 2 V K — 

##«9<CHfc^1fc (7 2. Omg) % 4-^pp/<>y^;u^pij \s ( 90 . 
3mg) <t7k*^K'J^A (2 0. 6mg) £fflOT. 1 £ 

TBW«J (1 1 6mg) &&Jt 0 

NMR (CDCI,) dm: 2. 44 (3H, s), 3. 07 (3H, s), 6. 
57 (1H, s), 7. 18 (1H, d, J = 8. 6 H z) , 7. 51 (2H, 
d, J=8. 4Hz) , 7. 61 (1H. dd, J = 1. 6Hz, 8. 6H 
z) , 7. 68 (2H, d, J = 8. 4Hz). 8. 12 (1H. d, J = 1. 
6 H z) 

mums 

5->^>^;u^-;u-i - (4-- ha^>y^;u) -2-n-^aew 

<Mf« 8 (D-ft^lfc (2 0 0. Omg) . 4 -~ bni> % M)\,9Q »J K (3 1 
2mg) <h6 O^TkJUflS^-hU^A (5 0. Omg) gJfllxTX&ffi 1 tPltKia: 
HWtfcfrOHttUS (2 0 6mg) 

NMR (CDCI,) 0« : 0. 95 (3H, t. J = 7. 3Hz), 1. 6 4- 
1. 73 (2H, m), 2. 78 (2H, t, J=7. 6Hz), 3. 06 (3 
H, s), 6. 65 (1 H, s). 7. 05 (1H, d. J =8. 6Hz), 
7. 60 (1H. dd. J = 1. 6Hz, 8. 6Hz). 7. 90 (2H, d, 
J=8. 6Hz), 8. 15 (1H, d, J = 1. 6Hz), 8. 39 (2H, 
d. J =8. 6 H z) 

mm* 

i- (4-3-K^>y^) -5->*>;*;U7fczju-2-n-:/peju>f 

^W8©M (10 0. Omg). 4-3-K$J&#K<t£<t5 i :*=;U«J; 
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y»6n^4-a-K^>l/-f^piJK (2 2 3mg) £ 6 0 %*9k1t± h V 

(25. omg) zm^Tntemi tmntzme&miBtoto o 72m 

g) 

NMR (CDC I 3 ) 0<1: 0. 9 5 (3H, t, J =7. 3Hz), 1. 6 1- 
1. 7 3 (2H, m) . 2. 8 1 (2H. t, J =7. 6Hz), 3. 0 6 (3 

H, s), 6. 60 (1H, s), 7. 05 (1H, d, J =8. 9Hz), 

7. 44 (2H, d, J=8. 3Hz), 7. 58 (1H, dd, J = l. 7H 
z. 8. 9Hz) . 7. 90 (2H, d, J=8. 3Hz), 8. 13 (1H, 
d, J = 1 . 7 H z) 

naseii o 

1- (2 , 4— ^»Pn^>!/^) -5->^>XJU7k-;U-2-n--/n 

#%W8©ft^ (10 0. Omg). 2, 4-^Dp/(>'y*fj^nyK 
(1 7 6mg) £6 0%*m{t1-bVOA (25. Omg) *ffll\TS»«1 £ 
l^«fc£ft*f7^Bfi«)«J (1 3 3mg) 

NMR (CDC I ,) 0ffl: 0. 95 (3H, t, J =7. 3Hz), 1. 68- 

I. 79 (2H, m), 2. 64-2. 73 (2 H, m), 3. 06 (3H, 
s), 6. 56 (1H, s), 7. 14-7. 32 (2H, m), 7. 58 (1 
H, dd, J = 1. 6Hz. 8. 6Hz), 8. 14 (1H. d. J = 1. 6H 

z) 

1- (5-^P^-2-7DW r JU) - 5 - >*JU;fc- JU- 2 — n — ~fn K 
Mfll 8 <0ft£1fc ( 8 0 . Omg). 5-^P^-2-7^>*;U^>K<hlg 

<b^-;p < fcy^6nfc5-^p^7P-r;^puH (3 6 0mg) £6 0%* 

fcfc^h'J^A (2 0. Omg) *fflOTH»«1 <tl^«^«^f7t^@W% 
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(1 i 2mg) znrz. 

NMR(CDCI 3 ) <5«: 0. 97 (3H. t, J =7. 3Hz), 1. 66- 
1. 79 (2H, m) , 2. 82 (2H. t. J=7. 6Hz) . 3. 08 (3 
H, s), 6. 60 (1H, s), 6. 64 (1 H, d, J=3. 3Hz), 
7. 23 (1H, d, J = 3. 3Hz), 7. 31 (1H, d, J=8. 9H 
z) , 7. 67 (1H, dd, J = 1. 6Hz, 8. 9Hz), 8. 13 (1 
H, s) 

nmm} 2 

#4HN8«)fl:M (1 0 0. Omg) % 4-/h*M> , /'fJ^n7-f K 
(1 4 3mg) £6 OKjHMtf-MJ** (2 5. Omg) ejHOTXJMl t 

nmtomfo*fi^m*m (70. omg) 

NMR (CDC I ,) • 0ft : 0. 97 (3 H, t, J=7. 3Hz), 1. 66- 
1 . 78 (2H, m), 2. 87 (2H, t, J=7. 3Hz), 3. 09 (3 
H, s) , 3. 94 <3H, s) , 6. 61 (1H, s), 7. 02 (2H, 
d, J=8. 9Hz) , 7. 10 (1H, d, J=8. 6Hz), 7. 58 (1 
H, d, J=8. 6Hz), 7. 74 (2H, d, J = 8. 9Hz), 8. 16 
(1 H. s) 
fgffiffll 3 

i- (6-^np— n^-y^;u) - 5 >^;u7k— ju- 2 - n - ejt, 

8 (Dit&m ( 1 0 0 . Omg). 6-*on—aT>m£ISl1tef-*=J\r 
&im*>tlfi:6-9na—3?-/'()mnV K (44 6mg) <!: 6 0 %7k«fb^- 
MJ^A (50. Omg) tlHKTXIHl tmHUimftZm^toVi (10 8 
mg) 
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NMR (CDC I 3 ) <5«:0. 96 (3H, t, J = 7. 3Hz), 1. 6 4- 
1. 77 (2H, m), 2. 79 (2H, t, J = 7. 3Hz), 3. 07 (3 
H, s), 6. 64 (1H, s), 7. 12 (2 H, d, J=8. 6Hz), 

7. 53 (1H, d, J = 8. 3Hz) , 7. 63 (1H, dd, J = 1. 7H 
z, 8. 6Hz) , 8. 01 (1H, dd. J=2. 6Hz, 8. 3Hz). 

8. 15 (1H, d, J = 1. 7Hz), 8. 69 (1H. d, J=2. 6H 
z) 

nmm^ 4 

$M£# 8 <7><ft&tt (10 0. Omg) , 4-IfJK> , y'T;^P'JK (1 4 
2mg) £6 0%7k3H-fb^-h'J^A (2 5. Omg) £ffiUTft«S0l 1 tffi&tt 
tlkftZ'fi^Bltom (1 3 2mg) 

NMR (CDC I 3 ) 5ffl:0. 94 (3H, t, J=7. 3Hz), 1. 31 
( 3 H , t, J=7. 6Hz). 1. 60-1. 75 ( 2 H , m) , 2. 73- 
2. 89 (4H, m), 3. 06 (3H, s), 6. 59 (1H, s). 7. 0 
4 (1H. d, J=8. 6Hz), 7. 34 (2H, d, J=8. 3Hz), 
7. 55 (1H, dd, J = 1. 7Hz. 8. 6Hz), 7. 64 (2H. d, 
J=8. 3Hz) . 8. 12 (1 H, d. J = 1. 7Hz) 

nmm i 5 

i- (s- ^p^^-^pp^w-ou) - 5 ->*>*;U7ft-ju- ? - n 

&*$W8<Dit£1b (10 0. Omg) . 5-^P^-2-^PP^>y-f^^ 
PU H (5 3 3mg) 1 6 0 MJ (2 5. Omg) £fflOT35«S 

en tmmtiykftzm^axim o somg) 

NMR (CDCI,) 31:0. 96 (3 H, t, J=7. 3Hz), 1. 66- 
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1. 78 (2H, m) . 2. 72 (2H, m) , 3. 06 (3H, s) , 6. 5 
9 (1H, s) , 7. 21 (1H, d, J=8. 6Hz), 7. 37 (1H, 
d. J=9. 2Hz), 7. 62-7. 69 (3H, m), 8. 09 (1H, 
s) 

£tt§0M 6 

##«8<0rt:^1fc (8 0. Omg), 

J:U»6ftfc4->^j|^:r^>y-M,*nij H (1 2 7mg) £ 6 0 X*JHk 

^MJ*A (20. Omg) *fflOTHJfi«1 <h^««:aift*fjt>BWK5 (1 2 
9mg) 

NMR (CDC I ,) 5«:0. 95 (3H. t, J = 7. 3Hz), 1. 5 9- 
1. 75 (2H, m) , 2. 56 (3H, s) , 2. 84 (2H, t, J=7. 
6Hz), 3. 06 (3H, s), 6. 59 (1H, s). 7. 07 (1H, 
d, J=8. 6Hz) , 7. 31 (2H, d, J = 8. 3Hz), 7. 56 (1 
H, dd, J = 1. 7Hz, 8. 6Hz), 7. 64 (2H, d, J=8. 3H 
z) , 8. 13 (1 H, s) 
^&H$f 1 7 

1- (2, 4, 6-HJ»PCKC>!AniO - 5 -> * >;UU/ft_ JU- 2 - n 

<M*« 8 <Dfl:£#l ( 1 0 0 . Omg), 2. 4. 6 - h U ^PB'Oy'fJW 
□ UK (2 0 5mg) £6 0 MJ 9 A (2 5. Omg) £fflOTHfli 

91 1 £ft*ttifttt€?TUSm«9 (lOlmg) 

NMR (CDC I ,) <5«: 1 . 01 (3H, brs), 1. 77 (2H, br 
s), 3. 07 (5H, brs), 6. 53-8. 18 (6 H, m) 
8 
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^mBOit^m (8 0. Omg) % ^>^;^P'Jh' (9 5. 6mg) £ 

6 0%*mit-}-bV0A (20. Omg) £fl^T2S&« 1 tl^fc&ffcfcfto 
(5 2mg) 

NMR(CDCI 3 ) 6fe : Q. 95 (3H, t, J = 7. 3Hz). 1. 6 4- 
1. 77 (2 H, m) , 2. 82 (2H, t, J=7. 3Hz) , 3. 06 (3 
H, s), 6. 60 (1H, s), 7. 03 <1H, d, J=8. 9Hz), 
7. 4 6-7. 7 3 (5H, m) , 8. 09-8. 1 7 (2H, m) 
HJfcffn 9 

1- (4-^yynbT^>^JU) - 5 V^U/tx-Ji,- 2 - n - 

£#0! 8 ©fts^tt (80. Omg), 4 - - f y y p bf^$m#K £ &<t?-*- 

;u«fcy^e>tife4--rv^ne;u^>y-r^pij k o 2 4mg) £6 0%* 

Skit+bVOA (2 0. Omg) «:fflOT3S«Ifl!1 <fc^«fc«tt£fH\BtfJ«9 
(8 6mg) 

NMR (CDC I 3 ) dm. 0. 94 (3H, t, J = 7. 3Hz), 1. 31 
(6H, d, J=7. 1Hz), 1. 62-1. 79 (2H, m). 2. 83 
(2H, t, J=7. 6Hz), 2. 94-3. 16 (4H, m), 6. 59 
(1H. s), 7. 04 (1H, d, J = 8. 8Hz). 7. 37 (2H. d, 

J=8. 3Hz), 7. 52-7. 58 (1 H, m), 7. 66 (2H, d, J 

= 8. 3 H z) , 8. 12 — 8. 1 6 (1 H, m) 

£56012 0 

1 -•>*a^*»>;u*jU7K-^- 5 -**>yuu/fc-ju- 2 - n -?u ejuw 

8 <0{t£1*l (12 0. Omg). x^P^yMMz^piJH 
(1 48mg) £6 0%**ft:;J-MJ2A (3 0. Omg) £JfH\TltSS0M £ 



39 



WO 97/30030 



PCT/JP97/00366 



mmt£*it2:m\amto o 0 9m g ) &aiz. 

NMR (CDC I 3 ) ««: 1. 04 (3H, t. J = 7. 3Hz), 1. 19- 
2. 08 (13 H. m), 2. 94 (2H, t, J = 7. 6Hz), 3. 08 
(3H. s). 6. 52 (1H, s), 7. 77-7. 84 (2H, m), 8. 
1 0 (1 H. s) 

mmm2 1 

1- (5-»PP-2-t/^) - 5 >X;UA_ jU- 2 — n — ~/n K 

^ffl8©M (10 0. Omg) , 5-^PP-2-^7x>*;U?K> 

&£&{t?-*—)\'£V&ibftfiis--&nnTy'()i'9n*)\i (i 5 2mg) <t 

6 0«**tth'J^A (2 5. Omg) €fflUTH«S#l 1 <hl^«fcaMt£fT^ 
BW«5 (1 0 1 mg) £fil/Su 

NMR (CDCI,) dffl: 0. 97 (3H. t, J=7. 3Hz), 1. 6 5- 
1. 78 (2H, m), 2. 86 (2H, t, J=7. 6Hz). 3. 08 (3 
H, s), 6. 59 (1H. s). 7. 00 (1H. d. J=4. OHz), 
7. 32 (1H, d, J=4. OHz), 7. 37 (1H, d, J=8. 6H 
z) , 7. 64 (1 H, dd, J = 1. 7Hz, 8. 6Hz), 8. 14 (1 
H, d, J = 1 . 7 H z) 
$ffift2 2 

1- (4-n-^pe;u^<>^ju) -5->»>x;u^;u-2-n-^a 
^f«8©-fb^ (ioo. omg), 4-n-yptr;u«a#it < btt'(k^ 

— >U<t U & titlfc 4 — n — ~?U MiV^^Jj )\s$UV K (1 5 3mg) £6 0% 

**<t±h»j^A (25. omg) *n\.\xwm\ tMWzwte^m^xm 

(9 7mg) 

NMR (CDC I 3 ) 3te:0. 91-1. 07 (6 H, m) , 1. 60-1. 7 
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9 (4H. m), 2. 7 1 (2H. t. J=7. 4Hz) , 2. 82 (2H, d 
, J =7. 4Hz), 3. 06 (3H, s), 6. 59 (1 H, s), 7. 04 
(1 H, d. J =8. 9Hz), 7. 32 (2H, d, J=8. 3Hz), 7. 
54 (1 H, d, J=8. 9Hz), 7. 64 (2H, d, J=8. 3Hz), 
8. 1 2 (1 H, s) 

f&mi 3 

1- (3, 5-v^C3n^>^JU) - 5 - >;ut,7k~ 2 - n - ^n 

8 ©fc^fcl ( 1 0 0 . Omg), 3. 5-v^PP^>y>f^pij ^ 
(1 7 6mg) £6 0 9S*aHt:J-MJ9A (2 5. Omg) £fflOT3Sflitt1 <h 
mwmft&lri^mmto (1 I 8mg) £3*7t. 

NMR (CDC I j) 0. 96 (3H. t, J =7. 3Hz), 1. 6 1- 

1. 77 (2H, m). 2. 78 (2H, t. J = 7. 6Hz). 3. 07 (3 
H, s). 6. 63 (1H, s), 7. 12 (1H, d. J =8. 6Hz), 

7. 29 (1H, d. J = 2. 0Hz), 7. 57-7. 68 (3H. m), 

8. 1 4 (1 H, s) 
££012 4 

1- (2, 3-y7jU*-q/ S>yVJU) - 5 - >*)l,*-Jl,- 2-n-~f 

#^H8©ft^ (10 0. Omg). 2, 3 -^y)U^n^>V-< )\,9U V 
K (1 4 8mg) <h6 0%7k*<b±h«J^A (2 5. Omg) £fflUT£«Itt 1 

trnmamtzm^Kito (7 9 mg ) 

NMR (CDC I 3 ) <J«:0. 95 (3H, t, J=7. 3Hz), 1. 6 2- 
1 . 76 (2H, m). 2. 78 (2H, t, J = 7. 6Hz), 3. 07 (3 
H, s) , 6. 5 9 (1 H, s) , 7. 18 (1 H, d, J =8. 9 Hz) , 
7. 27-7. 55 (3H, m), 7. 62 (1H, d, J=8. 6Hz), 
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8. 11 (1 H, s) 

mmm2 5 

#^«8<D*t^1fe (1 0 0. Omg) » 3, 4-v^PP/^> x /-f j^QiJ K 
(1 7 6mg) £6 OfcTkJMb^hlf^A (2 5. Omg) £ffllvT3IJ!iei 1 i: 
P«fc»tt£m>SW«J (1 6 1 mg) 

NMR (CDC I ,) fltt : 0. 96 (3H, t, J=7. 3Hz), 1. 6 3- 
1 . 77 (2H, m), 2. 81 (2H, t, J = 7. 6Hz), 3. 07 (3 

H, s), 6. 63 (1H, s), 7. 10 (1 H, d, J = 8. 9Hz), 

7. 50-7. 63 (3H. m). 7. 86 (1H, d, J=2. OHz), 

8. 14 (1 H, d, J = 1 . 7Hz) 
H&9I2 6 

1- (2-gPP-4. 5-y7MD^W>f^) - 5 - > * >>UU/fc — 

-2-n-^n bT^-< > F-;u 

#^«8<Dft^»I (10 0. Omg) , 2-*PP-4, 5 -^JUsfajte 

S»<i:Ja<bM-^«t U 3*e>ftfc 2 pp- 4 , 5 - x7Mn^>y>f^ 

PUH (1 7 7mg) £6 0*7k*<t^-MJSA (2 5. Omg) £fflUTH«£ 
911 <hE«fc»ffc£m*BKlfc) (1 6 3mg) 

NMR (CDC I ,) 0tt : 0. 97 (3 H, t, J = 7. 3 H z) , 1. 6 8- 

I. 79 (2 H, m) , 2. 70 (2H, t, J = 7. 6Hz), 3. 07 (3 
H, s). 6. 60 (1H, s), 7. 20 (1H. d, J=8. 9Hz), 

7. 3 3-7. 4 8 (2H, m) , 7. 6 5 (1 H, dd. J = 1 . 7 Hz, 

8. 9Hz). 8. 10 (1 H, d, J = 1. 7Hz) 

1- (3. S-y^P^W-OlO - 5 2-n-yn 
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M«8(0<b^1ft (100. Omg), 3. 5-¥Z?ntt&W&£t*{t^* 
-;i/J;i.m£*lfc3. 5-^Q^^>»y-fJ^PU K (250mg) £6 0% 

7)c*<i:*mj£a (25. omg) *fflt>TSi«s« 1 trnmuwi^m^n mm 

(1 6 8mg) 

NMR (CDCI,) dffl: 0. 96 (3H, t, J =7. 3Hz), 1. 6 2- 
1. 77 (2H, m), 2. 77 (2H, t, J=7. 6Hz), 3. 07 (3 

H. s), 6. 63 (1H, s), 7. 13 (1 H, d, J =8. 9Hz). 

7. 64 (1H, dd, J = 1. 7Hz, 8. 9Hz), 7. 77 (2H, d, 
J = 1 . 7Hz), 7. 98 (1H. dd, J = 1 . 7Hz, 1. 7Hz), 

8. 14 ( 1 H , d, J = 1 . 7Hz) 

1- (2, 3. 5- HJg DD^>!AQ|,) - 5 -** >X)l,7b-J\,- 2 - n 

##fW 8 ©<fc^1* ( 1 0 0 . Omg). 2, 3, 5 - MJ*nP"C>:/-f 
P'JK (2 0 5mg) £6 0%7K*<t^-hU^A (2 5. Omg) £«JOT3taS 
«I1 <hl^««:»^?TUafl*l«!l (1 8 Omg) 

NMR (CDC I 3 ) <5fi|: 0. 9 6 (3H, t, J =7. 3Hz) , 1 . 6 9- 

I. 79 (2H, m), 2. 67 (2H. t, J=7. 6Hz). 3. 07 (3 

H, s). 6. 60 (1H, s), 7. 24-7. 28 (1 H, m) , 7. 44 
OH, d, J=2. 3Hz), 7. 67 (1 H, dd, J = 1. 7Hz, 8. 

9Hz), 7. 73 (1H, d. J = 2. 3Hz), 8. 10 (1H, d, J = 

I. 7 Hz) 
0S«5«2 9 

1- (2, 4. 6-HJ>f^SW*nU) -5 ->^>^;U7k-JU- ? -n 
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8 (DitSto ( 1 0 0 . Omg). 2, 4, 6 - h 'J >^U£SM<t£ 

jk^->i/j:y^e»n/t2. 4, 6- Mj>5 L ;i^>v/'f-M/*ou k (i 53m 

g) £6 0%7k*fb±MJ*A (2 5. Omg) £m*T3S«I« 1 <tl^«ft»tf: 
efTltBMJl (1 3 1 mg) £fcfc. 

NMR (CDC I,) dte:0. 99 (3H, t, J = 7. 3Hz), 1. 68- 
1. 82 (2H, m), 2. 10 (6H, s). 2. 38 (3H, s), 2. 8 
3 (2 H. b r s) , 3. 04 (3H, s), 6. 57 (1H, s), 6. 88 
(1H, brs), 6. 96 (2H, s), 7. 52 (1H, d, J=8. 9H 
z), 8. 06 ( 1 H, d, J = 1 . 7Hz) 

nurnz o 

1- (2, -5->*>;*JM^JU-2-n-:7D 
tMlfll 8 tfMt^liJ (10 0. Omg) > 2, 

(1 7 6 m g ) i60 %Afk<t1- h U ■> A ( 2 5 . Omg) £fflOTHI!lfll 1 <h 
l^«fc»f*£f7l*Bfi<J«!l (1 7 2mg) 

NMR (CDC I ,) : 0. 69-1. 20 (3H, m) , 1. 65-1. 9 
5 (2H. m) . 3. 06 (3H, s) , 3. 21 (2H, brs) , 6. 61 
-8. 8 8 (7 H, m) 

nmm 1 

1- (4-> h*->- 3--7)\>*a*<> s J'(M - 5 ->*>:*JU7ft— ;u- 2 

^«8T»e>tlfcft^! (4 0 Omg) (Dy>fJH|sM75 (1 7 

ml) lCOt:iCT**<fc:J-MJ£A (1 0 2mg) ZMZ* 1 5#&|C. 4-* 
h4 i y-3-7Mn^W'f;^a l JK (4 3 8mg) SST 1 1SM 

fltttl/fco £#fc£fi»fc<t7>^£A*;S}«lcai*, HUXVTttiiSU & 



44 



WO 97730030 



PCT/JP97/00366 



S-J\,= 5 0 : 1 ) &mi\ #ftU*R67^:77;*0>Stt«g (4 9 9mg, 7 
9%) £fc£„ 

N M R (CDC I 3 ) dm. 0. 9 5 (3 H. t, J = 7. 3 Hz) , 1. 5- 
1. 8 (2H, m), 2. 83 (2H, t, J=7. 7Hz), 3. 07 (3 
H, s), 4. 01 (3H, s). 6. 6 0 ( 1 H, s), 7. 0-7. 2 (2 
H, m), 7. 4-7. 7 (3H, m) , 8. 14 (1H. d, J = 1. 9H 
z) 

#4011 0 

1- (^> -fef>^U7k-JL) 

5->^;u^^>K-;u (4. 1 og) <D^^^;PA75 KiS» (5 o 

m I ) +lc*#TICT6 0%7k«^hU^A (1 . 5 1 g) £££ 

^ttfci^sgrcxi 5^iai»if ufc^ic, ^o-ex^ujfc-^pij k (6. 6 

6g) £ifl*.. £S(ct\ 1 Ufc. xiz. S*ig»*fi«ws-ft:7> ; E- 

2A*jB»*(c£f:f\ K/UxyTttifcUfc. HUX>»£iSiDM*, £?Dd£ 

ttfc»X£-> U toffr*^ A* h^77-f -ictt U iStfiiSflte UT* P P 
^UA-n-^*1f> (1 : 2) ^ffl^TBtttt (6. 3 0g) 
NMR (CDC I ,) ««: 2. 49 (3H. s), 6. 59 (1H, d, J = 
3. 5Hz), 7. 26 (1H, dd, J = 1. 6Hz. 8. 6Hz), 7. 3 
5-7. 60 (5H, m) , 7. 2 8-7. 6 0 (4H, m) , 7. 86 (2 
H. d, J = 7. 6Hz), 7. 91 (1 H, d. J=8. 6Hz) 
11 

1- (^>-g>*;U7fc-;U) -5-y-»>^U^-^>K-il/ 
#4091 0<D<ttttl (3 0 Omg) . 7 OX^^r^ppaSjaSK (4 8. 8 
mg) *ffltNT#40l2<hl^«^|»^*f7^aW«l (2 9 6mg) &&ft. 
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NMR (CDCI,) 0«:3. 06 (3H. s). 6. 80 (1 H, d, J = 
3. 9Hz), 7. 43-7. 67 (3 H, m) , 7. 74 (1H. d, J = 
3. 9Hz). 7. 82-7. 98 (3H, m), 8. 13-8. 25 (2H, 
m) 

2 

5 - >^>^U/tvZ.;U^f > K-JU 

WfM 1<D<t£*5 (1 4 0mg) £l*^*lMb2>'J*A*;S» (8 2 8m 

i) zm^T*mm* tmwzvkft&m^atom (72. om g ) 

NMR (CDC I 3 ) <5tt : 3. 09 (3H, s), 6. 71 (1H, s). 

7. 33-7. 43 (1 H, m) , 7. 53 (1H. d, J=8. 6Hz), 

7. 74 (1H, dd, J = 1. 6Hz, 8. 6Hz), 8. 30 (1H, 
s) , 8. 6 0 (1 H, b s) 
$1601 3 2 

i- (4-ya^>^)U) -5-** > k -ji 

MOM 2<Dit&VS (6 9. Omg) . 4 -7n*1> % M )\,9n »J K (1 1 
6mg) £6 0%*JR{W-MJ2A (7 1. 4mg) £ffl^T3Sfl§0|1 <hl^»fc 

jftftemismfe (7 1. 4mg> zmit. 

NMR (CDC I s ) <5ffl : 3. 11 (3H, s), 6. 77 (1H, d. J = 
3. 8Hz), 7. 44 (1H, d. J = 3. 8Hz). 7. 64 (2H, d, 
J=8. 5Hz) , 7. 73 (2H, d, J=8. 5Hz) , 7. 95 (1H, 
dd. J=1. 7Hz. 8. 6Hz), 8. 26 (1H, d, J = 1. 7H 
z) , 8. 5 4 (1 H, d, J =8. 6 H z) 
$MHN13. 

1- (^>*>;uu*-jU) -2-n-7*}\,-s-**)\,**4>*-)\, 

IMWM OOMt^m (5 0. Omg) <Dxh7tKP77>jS» (1ml) 
ic, ajRxmT, -7 SXZlZTn-yi-JUyTVA (I. BOM. n-^V> 
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;Si& 1 . 7 5ml) *»Ttfc. S^S^^^iSSlCT 1 5 #mttft Ufiz'& 
I- ^*t^*^W»»h'J7* K (5 9. Img) £iQiU 35IC1 5#mji*# 
Ufc. 3»fc-n-7^l* (3 6. 4mg) £iQx., - 7 8 tT 2 B*IEHK 

ttU SWJSatUTftMx^-n-^-y^ (1:4) *ffll\TBtt«a (4 

0. 5mg) Zmtto 

NMR (CDC I ,) <5ffi : 0. 95 (3H. t, J = 7. 2Hz). 1. 30- 

1. 52 (2H,m), 1. 60-1. 8 0 (2 H. m) , 2. 5 0 (3 H, 
s) , 2. 96 (2H, t, J = 7. 6Hz), 6. 32 (1H, s), 7. 2 
0 (1H, dd, J = 1. 9Hz, 8. 6Hz), 7. 31 (1H, s), 7. 
32-7. 58 (3 H, m), 7. 71 (2H, d, J=7. 0Hz), 8. 0 
8 (1 H, d, J = 8. 6 H z) 

1- CS>-bf>*;U*-;U) -2-n-^^U-5-^^>^;U7k~JU^>K 

#4*M 3<0<ft£*!l (3 9. Omg), 7 0 Q «£J&#K (5 6 . 

omg) &m^T#mm2£m»tii»ft&m^to*i (34. 3m g ) &wz. 

NMR (CDC l } ) 0«: 0. 96 (3H, t, J = 7. 2Hz), 1. 3 4- 
1. 54 (2H, m), 1. 63-1. 80 (2H. m), 3. 00 (2H, 
t, J = 7. 4Hz). 3. 08 (3H, s). 6. 50 (1 H, s), 7. 3 
7-7. 6 7 (3H, m) , 7. 75 (2H, d, J=7. 3Hz) . 7. 8 1 
(1H, dd, J = 1. 5Hz, 8. 8Hz), 8. 05 ( 1 H, d, J = 1. 
5Hz) , 8. 36 (1H, d, J=8. 8Hz) 

&*m-\ 5 
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2 - n - ff-Ji,- 5- ** >XJ\,fa-jM > K -Jl 

*mmi 4<Bfc^»| (3 3. Omg) <M£S£7kM<b*l'J*A*;Sjfc (12 6 

H i) zm^x&3tm3£m*tz#ft£m\nmm a 8. 8m g ) 

NMR (CDC I ,) <5«: 0. 96 (3H, t, J = 7. 2Hz) , 1. 3 2- 
1. 52 (2 H, m) , 1. 65-1. 82 (2H, m), 2. 79 (2H, 
t, J = 7. 6Hz) , 3. 07 (3H, s), 6. 37 (1H, s), 7. 4 
0 (1H, d, J=8. 6Hz), 7. 65 (1H, dd, J = 1. 6Hz, 
8. 6Hz), 8. 14 (1H, s), 8. 35 (1H, bs) 

%vmz 3 

2-n-7T)\,- 1 - (4-^PD^>y^;P) -5->*>>Ul,7fc-JUWV 

<Mf«1 5<0<b#1ft (16. Omg) , 4-^np^>y-f;u^pij K (1 

6. 7mg) £60 %7kMiti~ h U £ A (3. 8mg) UTStHSfll 1 <h 

(18. 8mg) 

NMR (CDCI,) a«:0. 89 (3H, t, J = 7. 3Hz), 1. 2 3- 
1. 47 (2H, m), 1. 53-1. 73 (2 H, m), 2. 83 (2H, 
t, J = 7. 5Hz), 3. 06 (3H, s), 6. 61 (1H, s) , 7. 0 
6 (1H, d, J=8. 8Hz), 7. 51 (2H, d, J=8. 7Hz), 

7. 58 (1H, dd, J = 1. 9Hz, 8. 8Hz) , 7. 68 (2H, d, 
J=8. 7Hz), 8. 13 (1H, d, J = 1. 9Hz) 

6 

1- (^>-bf>>UU*-JlO - S-*TJ\,*X- 2 - n > K-JU 

<M?0M O-<0<b£«l (3 0 Omg) . a'Xb-n-'SVfMU (2 9 3mg) % 

n-yf-JUVTVA (1. 56M, n -'\*tf->;g>& 9 4 9*1) % 

(3 5 5mg) effll*T#*9h 3 ^^tt^^^^fr^ Sd«l 

1* (2 5 Omg) &&lZo 
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NMR (CDC I ,) dU: 0. 8 3- 1. 00 (3H, m) , 1. 25-1. 5 
0 (4H, m) , 1. 6 3- 1. 8 3 (2 H, m) . 2. 50 (3H, s) , 
2. 95 (2H, t, J = 7. 2Hz), 6. 32 (IH, s), 7. 20 (1 
H. dd, J=2. OHz, 8. 8Hz) , 7. 32 (1H, d. J=2. OH 
z) , 7. 33 (3H, m). 7. 67-7. 78 (2 H, m), 8. 08 (1 
H, d, J =8. 8 H z) 

^fWl 6(0^^*5 (2 2 Omg) % 7 0 %**&U PilS?BS» (271m 
g) £mvr#^fll2<!:|i3«Zi»ft?£m^tf}ia (2 1 4mg) 
NMR (CDC I 3 ) <5«:0. 83-1. 03 (3H, m), 1. 23-1. 5 
4 (4H. m) , 1. 6 3- 1. 8 7 (2H, m) , 3. 00 (2H, t. J = 
7. 7Hz), 3. 08 (3H, s). 6. 52 (IH. s), 7. 36-7. 
65 (3 H. m), 7. 68-7. 88 (3H. m), 8. 08 (IH, d, J 
= 2. OHz), 8. 36 (IH, d, J=8. 8Hz) 
8 

&3tm^ 7<Dfc&to (2 0 Omg) t 1 &£*tMfc;*l U £A*iSift (74 0/i 
I ) £mvr#^3<bE*fc»f*£m*BKl1* (1 2 3mg) fc&fc. 
NMR (CDC I,) ««: 0. 8 2-1. 02 (3H, m) , 1. 27-1. 4 
7 (4 H, m) , 1. 66-1. 83 (2H, m), 2. 79 (2H, t, J = 
7. 6 Hz)., 3.07 (3H, s) , 6. 3 8 (1 H, s) . 7. 4 1 (1 
H. d, J=8. 6Hz), 7. 66 (1H, dd, J = 1. 6Hz, 8. 6H 
z) , 8. 15 (1 H, s) , 8. 2 4 (1 H, bs) 
£4(5013 4 
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1- (4-gQD^>\Af;i,) -5->t>» >^7k-JU-2~n-^>^J^ 

$M£011 8<Dfl^1& (1 0 Omg) . 4-^PP^C>V-f;U^niJ K (9 9. 
Img) <!:6 0%7k*^hU^A (2 2. 6mg) £/Bl*TlSI60j 1 il^fcfc 
»tt£f7U S ftfel ( 1 2 6 m g ) 

NMR (CDCI S ) fif:0. 78-0. 9 9 (3 H, m) , 1. 19-1. 4 
6 (4H, m), 1. 50-1. 80 (2H, m), 2. 82 (2H, t. J = 
7. 6Hz). 3. 06 (3H, s). 6. 6 0 (1 H, s), 7. 05 (1 
H. d. J=8. 8Hz) . 7. 51 (2H. d . J = 8. 6Hz), 7. 58 
(1H. dd, J = 1. 6Hz, 8. 8Hz) , 7. 68 (2H, d, J=8. 
6Hz), 8. 13 (1 H, d, J = 1 . 6Hz) 
JMfftl 9 

1- (^>-br>*JU7fc-;U) - 2 - n s-^j^xj ^ K— 
IMHH1 OtfMt^l* (3 0 Omg) % 39<b- n -'v**>JU (3 1 4mg) . 
n-T^JU'Jf^A (1. 56M, n-^*-y>»«, 9 4 9 u I ) . 'VHM 
^W»»hU75K (3 5 5mg) €JfllvclMtffM 3 <hfi*fc»ft£m*aA*) 
ft (2 9 6mg) 

NMR (CDC I 3 ) dm. 0. 80-1. 00 (3H. m), 1. 18-1. 4 
8 (6H, m) , 1. 6 2- 1. 8 0 (2H. m) , 2. 50 (3H. s) , 
2. 95 (2H. t, J = 7. 4Hz), 6. 32 (1H, s), 7. 20 (1 
H, dd, J = 1. 8Hz, 8. 9Hz), 7. 32 (1H, d, J = 1. 8H 
z), 7. 35-7. 60 (3H, m), 7. 71 (1H, d, J = 7. OH 
z) , 8. 0.8 (1 H, d. J = 8. 9Hz) 

&mm2 0 

1- K>-bf>*;u*-;u) - 2 - n - ^yju- 5 - > * >;ui/k - ju^r v 
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#40«1 9<Dlt&to (2 7 Omg) % 7 0 □ PiiSfiSK (3 5 3 m 

g) £/m>T#4092£|^fcfc&tt£m>BWtt (2 3 4mg) ^fc. 
NMR (CDGI,) dm: 0. 80-1. 00 (3H. m), 1. 23-1. 5 

0 (6H, m) . 1. 67-1. 8 3 (2 H, m) . 3. 00 (2 H, t. J = 
7. 6Hz), 3. 08 (3H, s) , 6. 50 (1 H, s), 7. 38-7. 
66 (3H, m), 7. 75 (1 H, d, J = 7. 3Hz), 7. 80 (1H, 
dd, J=2. 1Hz, 8. 9Hz) , 8. 05 (1 H, d. J=2. 1H 

z) , 8. 3 6 (1 H, d. J =8. 9 H z) 
#4012 1 

2 - n -^->;u- 5 ->^>^;U7tv-;u^f> K-ju 

#^2 0©ft^U (2 OOmg) tiaSTKK^'J^ATjCiSiS (7 1 6m 

1 ) ^fflOT^«3<h^«^aift*m^B6*J«l (1 3 2mg) 

NMR (CDC I 3 ) 0«: 0. 82-1. 36 (3H, m), 1. 22-1. 5 

2 (6 H, m) . 1. 62-1. 8 7 (2 H. m) , 2. 7 9 (2 H. t. J = 
7. 6Hz), 3. 07 (3H, s), 6. 37 (1H. s), 7. 41 (1 
H, d, J =8. 4Hz), 7. 6 4 (1H, dd. J = 1. 8Hz, 8. 4H 
z) , 8. 15 (1 H, s) , 8. 4 3 (1 H, b s) 

5?Sfi0l 3 5 

i- (4-^qp^>v>r;u) - 2-n-^->;u- 5 -ji,^ 

#4092 1 QftS^lfc (1 0 Omg) % 4-*dO'<>y-OU*oy K (9 4. 
Omg) £6 0%fc*<t1-t*VOA (2 1. 5mg) £fflOTHJ609l tmW* 
«M**mvB.tt*i (1 1 Omg) SSIfc. 

NMR (CDC I s ) 0«: 0. 77-1. 00 (3H, m), 1. 13-1. 4 

3 (6H, m), 1. 52-1. 76 (2 H, m), 2. 82 (2H, t, J = 
7. 6Hz), 3. 06 (3H, s), 6. 6 0 (1 H, s), 7. 06 (1 
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H, d, J = 8. 8 Hz) . 7. 5 1 (2H. d, J =8. 5Hz), 7. 6 1 
(1H. dd. J = 1. 7Hz, 8. 8Hz), 7. 68 (2H, d, J=8. 
5Hz) , 8. 13 (1 H, d, J = 1. 7Hz) 

&m&2 2 

£#011 OVit^m (3 00mg) . *<kx^P^Ptf;U>^ (20 0m 
g) > n-Jf-JUVT-QA (1 . 56M, n - 'vfrtf- >jg>& 9 4 9 n I ) . 
*1t^^;U»r»h'J75K (3 5 5mg) £fflOTtMf« 1 3 £l3«fc*ft**7 
UBWfcl (8 4. 8mg) 

NMR (CDC I 3 ) 6U : 0. 17-0. 30 (2H, m) , 0. 46-0. 6 
9 (2H, m) , 1. 04-1. 21 (1 H, m) , 2. 5 0 (3H, s), 
2. 87 (2H. d, J=6. 8Hz), 6. 56 (1H, s), 7. 20 (1 
H, dd, J = 1. 9Hz. 8. 9Hz), 7. 28-7. 60 (4 H, m), 
7. 71 (2H, d, J =7. 3Hz), 8. 08 (1H, d, J=8. 9 
Hz) 

®mm2 3 

<M?«2 2<Oit^h (llOmg), 7 0 j§£j&»» (15 6m 

g) £m*T#W2<fclTOft»ffc£fTUS«to (8 4. 8mg) 
NMR (COC I ,) 0fit : 0. 18-0. 34 (2H, m), 0. 60-0. 7 
3 (2H, m) . 1. 0 5-1. 23 (1 H. m), 2. 92 (2H, d, J = 
6. 5Hz) . 3. 08 (3H. s), 6. 75 (1H, s). 7. 40-7. 
67 (3H, m), 7. 75 (2H, d, J = 7. 6Hz), 7. 81 (1H, 
dd, J = 1 . 8Hz, 8. 9Hz), 8. 08 (1H, s), 8. 15 (1 
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H, d, J = 1. 6Hz), 8. 35 (1H, d, J=8. 9Hz) 
&mm2 3<D<t&to (8 0mg) <!: 1 fc^jKIMb* U 2 A*8>8 (3 0 8u 

i) zm^T&mms tmftte&ftzm^Bmm oe.amg) ^si/t. 

NMR (CDC I,) 0fit : 0. 24-0. 42 (2H, m), 0. 60-0. 7 
5 (2H, m) , 1. 02-1. 2 0 (1 H, m) , 2. 7 3 (2H, d, J = 
6. 8Hz), 3. 07 (3H, s) , 6. 4 5 (1 H, s), 7. 43 (1 
H, d. J=8. 5Hz), 7. 67 (1H, dd, J = 1. 8Hz, 8. 5H 
z) , 8. 16 (1 H. s) , 8. 4 3 (1 H, b s) 

1- (4-^qp^>y>rju) -2-»>*a7Pbf;k*5-Ju-5->t*>>ui/ 

4NTM 2 4 tfMt"&4fc (3 3. Omg) . 4-^PP^>yWn"JK (3 
4. 7mg) <b 6 0 %*mt1- K U 0 A (7. 9mg) *fflOTHJ6« 1 <tl^« 

imftzm^atMto (42. 2m g ) s&fc. 

NMR (CDC I ,) <5«:0. 13-0. 36 (2H. m), 0. 50-0. 7 
0 (2H, m), 0. 94-1. 17 (1H, m), 2. 76 (2H, d, J = 
6. 8Hz), 3. 06 (3H, s) , 6. 79 (1H, s), 7. 01 (1 
H, d, J=8. 8Hz) , 7. 51 (2H, d, J = 8. 4Hz). 7. 58 
(1H, dd, J = 1. 7Hz, 8. 8Hz), 7. 69 (2H, d, J=8. 
4Hz) , 8. 15 (1 H, d, J =1 . 7Hz) 
*Mf«2 5 . 

2- 7'JJU-l- (^>-faf>>UU*-JU) -5->^^>T>K~;U 
*M£fl|1 OOit^m (3 00mg) % JHt7y^ (1 83mg) , n-yf-Jl 

(1. 5 6M. n-s\*V>%m> 949/iD . ^*tf*^MWh 
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'J 75 K (3 5 5mg) £fflUT*M*en 3 <h^«te«W£m^BtfJl& (2 17 
mg) £<H/i: 0 

NMR (CDC I ,) 5«: 2. 49 (3H, s) . 3. 7 4 (2H, d, J = 

6. 5Hz), 5. 09-5. 33 (2H, m), 6. 02-6. 12 (1H. 
m). 6. 34 (1H, s), 7. 21 (1H. dd, J = 1. 7Hz. 8. 6 
Hz), 7. 32 (1H, d, J = 1. 7Hz) , 7. 34-7. 61 (3H, 
m) , 7. 74 (2H, d, J = 7. 0Hz). 8. 07 (1H, d, J=8. 
6 H z) 

#W2 6 

2-7'j;u-i- (^>-bf>*;U7fc-;u) -5-**>*;b7fc-;i,*<>K-jL 

$M5«2 SCDittttS (1 0 Omg) . 7 0 PPjfl£j&M (14 3m 

g) £m*T#^2£|^«fcaMtr£m*BW«!) (1 0 6mg) £fcfc 0 
NMR (CDC I 3 ) att:3. 08 (3H, s) , 3. 79 (2H, d, J = 
8. 2Hz), 5. 10-5. 39 (2H, m) , 5. 88-6. 14 (1 H, 
m), 6. 52 (1H, s), 7. 35-7. 6 8 (3H, m) , 7. 70- 

7. 95 (3H, m), 8. 06 (1H, d, J = 1 . 8Hz), 8. 35 (1 
H, d, J =9. 0 H z) 

#*«2 7 

2-7'J^-5-y» >XJ\,*=.J\,4 > K -JU 

**tm2 6<D<t&m (9 Omg) 1 1 «£*tt<t*J U *A*8» (36 0* 
I) *fflOT^^«3<!:^«A*flE*fil^W«5 (4 6. 5mg) 
NMR (CDC I 3 ) 0« : 3. 07 (3H, s), 3. 58 (2H, d. J = 
6. 2Hz)-, 5.2 0-5. 3 7 (2H, m) , 5. 92-6. 12 (1 H. 
m), 6. 42 (1 H, s) , 7. 42 (1H, d, J = 8. 7Hz) , 7. 6 
6 (1H, dd, J = 1. 5Hz, 8. 7Hz), 8. 16 (1H, s), 8. 
3 7 (1 H, b s) 
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%mm3 7 

ik 

##0l2 7<0<t^9 (4 0. Omg) % 4 -^Dn^>!/-f )\,*U 'J K (4 
4. 6mg) ^6 0UftfctMJ^A (1 0. 2mg) £fflOT3SJSen tm 

«>i»f^€m>aw«! (3 8. 7m g ) zntt. 

NMR (CDCI,) <5fe: 3. 06 (3H, s). 3. 63 (2H. d, J = 
6. 2Hz), 5. 00-5. 2 0 (2 H, m) . 5. 80-6. 01 (1H, 
m), 6. 64 (1H, s) , 7. 05 (1H, d, J=8. 9Hz), 7. 5 
1 (2H, d, J = 8. 4Hz), 7. 60 (1H, dd, J = 1. 5Hz, 
8. 9Hz), 7. 67 (2H, d, J = 8. 4Hz), 8. 14 (1H, d, 
J = 1 . 5H z) 
$#012 8 

5-x^;i^*-w>K-^ 

3 5%rtJd{fc*U£A (5 84mg) Ofh? t KP7^>iSjS (10ml) 
*IC*#TlCT5-:/P ; E'f'>K-;U (1. Og) (DTb'yt KP7^>iS>$ 
(1 0ml) £Jm*.>t. £f&S^«J€glSKlCT 1 5#iai*J*L;t:». - 7 8^C 
IC#£PI, t -y=f-)WJ^A (1 . 46M, n -^>^>j§Jg % 6. 99ml) 
£AQxfc. SiWlCTI 5^W«|*U^ yI^^^A7-f K (1. 3 m 
I ) fciflA* S6»lc^iBSlZT3 O^IBIJt^U/t. ifclc* KJfcfi^J* 1 

MJ£ A*;8>fc4»fc:*tt\ ^*PP**>TttaiUfc. *^np^^>l 

0:1) zm^xaxm (o. 4 2 g) &ntt. 

NMR (CDCI,) 0fit: 1. 27 (3H, t, J = 7. 26Hz), 2. 90 
(2H. q, J=7. 26Hz) , 6. 51 (1H, s), 7. 35-7. 20 
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(3H. m). 7. 74 <1H. s), 8. 13 (1H, brs), 7. 74 
(1 H, s) 
$Mf«2 9 

1 -^>-^>^JU7tv-^- 5 -X^Jl^*-*f >K-JP 

#301 2 8 (ZXfc^fc) (0. 42g), ^>-£>;UU*-;i,£piJ K (42 4<i 
I) % 6 0%7K*^h»J^A (1 3 3mg) £ffl^T#3«1 0 <hH«fc»f* 
*fTl>a««5 (0. 7 1 g) 

NMR (CDC I ,) tftt : 1 . 27 (3H, t, J = 7. 26Hz), 2. 92 
(2H. q. J=7. 26Hz), 6. 6 0 (1 H, d. J =3. 63Hz), 
7. 31-7. 34 (1H, m), 7. 41-7. 56 (5H, m) , 7. 85 
-7. 9 2 (3 H, m) 
$3013 0 

1 -^>-fcf>*;U/tv-^- 5 -X^JU^*- 2-n-yq bTJUW > K-JI/ 
#3« 2 9 <Dit&m ( 0 . 6 1g) . n-^JUU^A (1 . 60M, n-^ 
+tr>iS», 1 . 44ml). / n+!M^/WMIMJ7$ K (6 6 9*1), 3 
Cftn-^Pt:^ ( 3 7 4 I ) £fflUT#3«1 3&m&ftft«?TliBtttt 
(2 1 4mg) 

NMR (CDC I ,) 0tt:1. 02 (3H, t, J=7. 26Hz), 1. 28 
(3H. t. J = 7. 26Hz). 1. 72-1. 81 (2 H, m) . 2. 88 
-2. 96 (4H, m). 6. 33 (1H, m), 7. 15-7. 30 (1H. 
m), 7. 32-7. 41 (3H, m). 7. 45-7. 52 (1 H. m) , 
7. 72 (2H, d. J = 7. 2 6Hz) , 8. 08 (1H, d, J=8. 57 
Hz) 

#39)3 1 

1 -^>M> 7s)\,*-)l- 5 -X*>*;Ms-;U- 2 - n -^Dej^>K- 
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S#«3 OOittth (2 1 4mg) % 7 0%**#nom&£m& (2 9 4m 

g) zm^T&mm2£m&fr&ftzm\BtfiiV> o 9 0m g ) 

NMR (CDCI 3 ) fit: 1. 04 (3 H, t, J = 7. 26Hz), 1. 28 
(3H, t, J =7. 26Hz), 1. 83-1. 7 5 (2 H. m) , 2. 99 
(2H, t, J=7. 26Hz), 3. 14 (2H, q. J =7. 26Hz), 

6. 50 (1H, s) , 7. 49-7. 43 (2H, m), 7. 61-7. 56 
(1 H, m) , 7. 78-7. 74 (3 H, m) , 8. 01 (1H, d, J = 

1. 3 2 H z) , 8. 35 (1H, d. J=8. 91Hz) 

3MIOT3 2 

5 -X^ >^7U7tv— ;U- 2 - n-Zfn > K-JU 
^WaiOfb^jKHOmg), 1$3£*»<b;&y$A*;gj£ (1 . 5m 

I) £ffl^TtM?0l3 «i:^«ft»^ftt^att^ (1 0 8mg) £?9fc. 
NMR (CDC I ,) <3«: 1 . 02 (3H, t, J = 7. 5 9Hz) , 1. 26 

(3H, t, J=7. 59Hz), 1. 82-1. 73 (2H. m), 2. 77 

(2H, t, J=7. 59Hz), 3. 13 (2H, q, J=7. 26Hz), 
6. 37 (1H, s), 7. 40 (1H, d, J=8. 57Hz). 7. 60 

(1H, dd. J = 1. 60Hz, 8. 58Hz), 8. 10 (1H, s). 
8. 37 (1H, brs) 
H«i«3 8 

i- (4-»ap^>v>r;u) - 5 -x* >^;U7tx_;u- 2 - n - f)\,<< 

20><b£HO (1 0 8mg) , 4-^pn^>y-f;u^piJ K (8 2 m 
I K 6 0 ***<t* MJ £ A < 2 1 m g ) *fflUTSItt« 1 <hE«fc»tt£fT 
OBWSJ (1 4 5mg) fcfcfc. 

NMR (CDC I 3 ) <5«: 0. 95 (3H, t, J = 7. 26Hz) , 1. 27 
(3H, t, J = 7. 26Hz), 1. 75-1. 6 0 (2H, m) , 2. 81 
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(2H. t, J=7. 26Hz), 3. 12 (2H, q. J = 7. 58Hz), 

6. 60 (1H, s) , 7. 06 (1H, d , J=8. 91Hz), 7. 56- 

7. 43 (3H. m), 7. 68 (2H, d, J=8. 25Hz), 8. 09 
(1 H, d, J = 1. 32Hz) 

3 

5-n-Zfg > K-JU 

5-^P^-f>K-^(2. Og), 3 5%7k*<t*'J9A (1. 17g), 
t -yj-)WJ^A (1 . 4 6M, n-^>^>»jR. 14. Oml), ->* ( n 
--fU\±M VXJU74\i (3. 2ml) *fflOT*M?«2 8 
OIW«J (1 . 7 8g) 

NMR (CDC I ,) d«:0. 99 (3H, t. J = 7. 26Hz), 1. 69 
-1. 55 (2H, m), 2. 86 (2H, t, J = 7. 26Hz), 6. 51 
(1H, s), 7. 30-7. 15 (3 H. m) . 7. 73 (1H. s), 8. 
1 0 (1 H, b r s) 
4M*tt3 4 

1 -*>-\t>*)\,*—)V- 5 - n - 7n \L)\rf-*4 > K-;U 
##«3 3<0<t^5 (1. 78g) , *>1£>X)I*=.J\,*QIJ H (1.67 
ml), 6 0%7kJ*ffc*hU9A (5 2 2mg) £ffll>T##flM 0 £WM&tX& 

ftzm^avim o. osg) 

NMR (CDC I } ) 0«: 1 . 00 (3H, t, J = 7. 25Hz), 1. 71 
-1. 55 (2H, m), 2. 87 (3H, t, J = 7. 26Hz), 6. 60 
(1H, d, J=3. 63Hz), 7. 32 (1H, dd, J=8. 58Hz, 
1. 6 5Hz> , 7. 57-7. 41 (5H, m), 7. 92-7. 85 (3 
H, m) 
3M?«3 5 

1 -^>-bf>yUM*~;P- 5 - n -ZfU YLfrtt- 2 — n — ~fU > K — 
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3 4 (Dit&Vl ( 3 . 08g), n-75^'J5^A(l. 60M. n- 
^D->^m. 7. Oml) , ^t>^H8IhU75K (3. 2ml). 3 
0<tr\-7u\Z)[, (1. 8ml) €ffllvrM9M 3 <h^«ft£tt£frOB W«5 
(1 . 2 4g) 

NMR (CDC I 3 ) <5«: 1 . 04-0. 9 2 (6H, m) , 1. 65-1. 5 
7 (2H, m), 1. 81-1. 68 (2H, m), 2. 96-2. 85 (4 
H, m), 6. 32 (1H, s), 7. 28-7. 24 (1 H, m) , 7. 42 
-7. 35 (3H, m). 7. 55-7. 44 (1H, m), 7. 72 (2H. 
d, J=7. 26Hz), 8. 07 (1H. d, J = 8. 58Hz) 
£2HW3 6 

i -^>-£>;ajU7fc-;u- 5 - n -rfu*>7>)\,fc-)i,- 2-n--fu 

SOit^Vi (3 0 Omg) % 7 0%>^^PP«3t?Jg*» (3 9 7m 
g) £m*TS^2£|i3«fc»ffc£m*Ba«)«l (3 0 6mg) £?9fco 
NMR (CDC I ,) <5« : 1 . 06-0. 96 (6H, m). 1. 83-1. 7 
0 (4H, m), 2. 98 (2H, t, J=7. 58Hz), 3. 12-3. 0 
6 (2H, m), 6. 50 (1 H, s), 7. 46-7. 38 (2H, m) , 
7. 60-7. 5 2 (1 H, m) . 7. 7 7-7. 6 8 (3H. m) , 8. 00 
(1H, s), 8. 34 (1H, d. J=8. 91Hz) 
*#W3 7 

5 - n jU7fc-JU- 2-n-Zfa > K-;u 

$M£fll 3 .6 ©fl;^ (3 0 6mg) . 1 «£*8Hbrt 'J ^ATkiSfc (3. Om 
I) £m>T*M?«3,fcP3«fc^£m*BWtt (1 1 Omg) 
NMR (CDC I ,) OB: 1 . 02-0. 92 (6H, m), 1. 80-1. 7 
0 (4H, m), 2. 77 (2H, t. J = 7. 33Hz), 3. 13-3. 0 
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4 (2H, m), 6. 37 (1H, s), 7. 40 (1H, d, J=8. 55H 
z) . 7. 61 (1H, dd, J = 1. 71Hz, 8. 54Hz), 8. 10 
(1H, d, J=0. 98Hz), 8. 31 (1H, brs) 

mmm3 9 

1- (4-^PP^>VW; i,) -5-n-^P/t>^JU/k-JU-2-n-^n 

#^013 7(DflS^*5 (1 1 Omg) » 4 -^DP^>^ JU^p ij K (80m 
I) . 6 0 567K*<b^-h"J«>A (2 Omg) £ffllvcSS«S« 1 £l3*fc»f*£fT 
t^BWtt (1 1 7mg) 

NMR (CDCI 3 ) dtt: 1. 02-0. 9 2 (6H, m) , 1. 76-1. 6 
2 (4H, m) . 2. 81 (2H, t, J = 7. 57Hz) , 6. 61 (1H, 
s), 3. 15-3. 03 (2H, m), 7. 06 (1H, d, J=8. 54H 
z), 7. 57-7. 45 (3H, m), 7. 76-7. 66 (3H, m), 
8. 0 9 (1 H, d, J = 1 . 4 6 H z) 
«M?ft3 8 

>?-f V^Pfcf^T5> (1 3 2mg) 07h7tHn77>M (0. 7 5m 
I) {COtllCT. r\- 7^)1*) J- OA (1. 5 6M, '\*-0->i8>ft. 76U 
I) *«TU, C<&H»3ft/fc;g}fttCp)ST1 -^>M>7,)^—)V-^)^ 
**(>F-)\, (3 0 Omg) ©f h^t KP7^>>S>R (1 . 2 5ml) £iST 

us^**3 oflttttufc. sje6>r*-7 sticjftfiiu v^p^-y- 

/> d 1 7mg) £im*., !*# icss^-caif* a? sic 3 

BSBHKttUfc. S£»£fi»ffifc7>t:i£A*;g»lC&(:J\ ftigX^UTttaj 

»ai*^pp^A-^*-y->^€>ineau, *RfetH*<DBW«! (2 6 8mg. 
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6 8%) zmit. 

NMR (CDC I 3 ) <5fi6 : 1 . 1 -1 . 4 (1 H, m) , 1 . 5 - 1 . 8(5 
H, m) , 1. 8-2. 0 (3H. m) , 2. 3-2. 6 (1 H, m) , 2. 4 
5 (3H, s), 4. 66 (1H. s), 6. 65 (1H, s), 7. 14 (1 
H, dd, J = 2. 1Hz, 8. 8H2). 7. 28 (1H, d, J=2. 1H 
z) , 7. 3-7. 6 (3H, m) , 7. 80 (2H, d, J = 7. 6Hz) . 

7. 8 9 (1 H, d, J =8. 8H z) 
E I -MS m/z : 4 0 1 (M + ) 

-*r>K-;u 

aWH3 8<0fls^«! (1. 6g) <»: HUX>>UMv>» (6 9mg) ©HH 
>iS« (4 0ml) £ 1 B$|ffl»3fcU fi*D£<t7'>^:£A7k»fclC&(th;i'X 

>:ft»x^;|/=4 : 1) *Jfl04H«U JifettttCD B Wtt (1. 4g, 9 2 

NMR (CDC I,) dffl: 1. 6-1 . 9 (4H, m), 2. 1-2. 6 (4 
H, m) , 2. 4 7 (3H, s) , 5. 7 2 (1 H, m) , 6. 2 7 (1 H, 
s) . 7. 1-7. 5 (5H, m) , 7. 60 (2H, d, J=7. OHz) , 

8. 0 8 (1 H, d, J =8. 9 Hz) 
*M5«4 0 

1 -^>-£>;uU7tv-Ji/- 5 ->*>;ui,7fc-;i/- 2 - (->gp^-E>-i 

#^«3 9<ZMb^*5 (1 8 Omg) OJ^PPTfc/UAiSjS (4. 7ml) fcOTC 
ICT. >**PPia«S#K (2 3 2mg) *ia^iSlCT3 0#at#Wt o iX 
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fc„ *PP*;UA&££«7)cT3t»U «tiT7***>$A-C£ttL Mb 

fc. ^€>nyt»a*->'j*y;u*5A^PTh^7>f- (*pp*/ua:>* 

/-;U=5 0 : 1) £fflU#*U afet»*OB«1ftl (1 7 4mg, 9 0%) * 

NMR (CDCIj) dtt : 1 . 6-1. 9 (4H, m), 2. 2 1 (2H, 
m) , 2, 3 9 (2H, m) , 3. 0 7 (3H, s) , 5. 7 1 (1 H, m) . 

6. 46 (1H, s), 7. 37 (2H, t, J =7. 8Hz), 7. 52 (1 

H, t, J = 7. 8Hz), 7. 65 (2H. d, J=7. 6Hz), 7. 83 
(1H, dd, J = 1. 2Hz, 8. 9Hz), 8. 02 (1H, d, J = 

I. 2Hz) , 8. 91 (1H, d, J=8. 9Hz) 

&mm4 1 

9^4 00^ (1 5 Omg) <0>*/-;U»jR (3. 6m I ) (C 1 
7kK^y^A7k»a (7 2 2u I ) *iJQ*4fclWil3ftUfc. 

»iau*ic«[t, *pp*;uA-cttmufc. *pp*;uAJi£ajg*rifc3*u 

tt»T^*->*AT£«L Sii. iJMBLfc. &£ftfc»S*«>'J*yjU*5A* 

<*PP*JUA : >*/-JU=20 : 1 ) £fflU#JiU Sfe 
t»^(DgA«l(7 5mg, 76%) 

NMR (CDC I ,) 6« : 1 . 6 - 1 . 9 (4H, m) , 2. 17 (2H, 
m) , 2. 46 (2H. m) , 3. 07 (3H, s) , 6. 23 (1H, 
bs) , 6. 54 (1H. s), 7. 42 (1H, d, J=8. 6Hz), 

7. 67 (VH, dd, J = l. 8Hz, 8. 6Hz), 8. 17 (1H, 
s) , 8. 5 0 (1 H, b s) 

$£914 0 
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-fc>-1 —f^U) VK-JL 

4 1 (Ditttto ( 5 0 m g ) 0>-;M?JP*;kA73 K;S>8 ( 1 . 8ml) 
ICO'CICT. Tkfcft^MJ^A (1 1mg) ^UQ^STI STttJIttU $£> 
IC. 4-7^*P'<>!/-f^py K (4 3mg) ZtoX. SiSTlSStftttL 
fc. £&«£ffi»E*b7>^:z$A7k>g»IC&l7. h;UX>T«iajU/i:. hJl>JL 

fS€x'J*y;U3MI^P?h^7-f- <*PP7|%;PA : >^^-;P=5 0 : 
(2 1 g. 3 0%) *»/S:. 

NMR (CDC I ,) <5{1 : 1 . 2 - 1 . 5 (4H, m) , 1 . 9 0 (2 H, 
m), 2. 11 (2H, m) , 3. 09 (3 H, s), 5. 7 6 (1 H, m) . 
6. 64 (1H, s), 7. 12 (2H, t, J =8. 5Hz), 7. 59 (2 
H, m), 7. 79 (1H, dd, J = 1. 8Hz, 8. 6 4Hz) , 7. 94 
(1H, d, J=8. 6Hz), 8. 20 (1H. d, J = 1. 8Hz) 

ik 

l-'<>i£>XJU*=.J),-S-**)\&7t'(>P-)\, (1. Og) OfK7t 
Kn77>iS» (3 0ml) lZ-7 8t:tCT. n-^JMJ^A (1. 6M. 

^*V>EM, 2. 5ml)«aSTU. 1 5 7i-ak(c^*-y->^;uy>i8hy7$ 
K (1. 2g) S6IC1 SMklz^VttJUf-yfinv K (1.3 4 

g) sjt6**PiaT9 07^at^Lfe. ;*ut, fi»is^b7>^^A7X 

^yM7A^07K77-f- <^*tf> : l»X^= 1 0:1) Ttt*I 
U &fe;Att<DBfi*)*J (1. 4 6g, 7 5%) 
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NMR (CDCI,) <5«: 0. 89 (9H. t. J = 7. 2Hz) , 1. 0- 
1. 7 (1 8 H, m) . 2. 48 (3H, s) . 6. 75 (1H, s), 7. 1 
3 (1H, d, J = 8. 8Hz), 7. 3-7. 6 (3H. m), 7. 62 (2 
H. d, J=7. 0Hz) , 7. 73 (1H. d, J=8. 8Hz) 
#%«4 3 

1 -^>-bf>*;P7fc-;U- 2 -7x-JU- 5 ->*-JU3^vf > K-Jt/ 
<MT«4 2<Djfc^1ft (1 2 Omg) , B^it^yM> (7 0 Omg) 
□ A7^At7h'j7i^ J|/*7s7-f> (1 3 3mg) <&X*/ -^g]$ 
(1 2ml) *3B|Ulil3lEUfc 0 hfcfflUJtaftU fthtlttfr 

= 10: 1) T#»U *Rfe;fttt©Bfl«J*J (9 9g, 5 0%) 
NMR (CDCIj) <5« : 2. 51 (3H, s), 6. 48 (1H. s). 7. 
2-7. 6 (1 2H, m), 8. 22 (1H. d. J=8. 6Hz) 
*M£W4 4 

1 - 1 >if >7,)V^—)V- 2-7 jl—JI- 5-** >X)\,*=j\,<f > K - 
&mm4 3<D<t£to (9 Omg) £ffll\ 3 tlWOTj&TJRfeT'^ 

77^©IW1*I (8 5mg, 87%) 

NMR (CDCI,) dM: 3. 10 (3H, s), 6. 64 (1H, s), 7. 
2-7. 6 (10 H, m), 7. 91 (1H, dd, J = 1. 6Hz, 7. 3H 
z), 8. 11 (1H, d, J = 1. 6Hz), 8. 52 (1H, d, J = 7. 
3 H z) 

#*m4 5 

«M*ffl4 4g>fc£tt (8 Omg) *S^4£ITOe&7mTafe*&5fc<D 
BWtt (4 9mg, 9 9%) 

NMR (CDCI,) : 3. 10 (3 H, s). 6. 94 (1H, s), 7. 
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3-7. 6 (4H, m) , 7. 6-7. 8 (3H, m) . 8. 2 6 (1 H, 

s) , 8. 7 5 (1 H. b s) 
HJ&094 1 




##0U soffc^j (4 0mg) t4-2na*>*Mj\,2nij h (39m 

g) £/Bi\ nimstmtooyjmvmtijwyTxvEtoto (2 4m g , 4 

0%) 

NMR (CDC I,) 0«: 3. 12 (3H, s) . 6. 8 9 (1 H, s) , 

7. 1-7. 4 (7H. m) , 7. 51 (2H. d , J=8. 6Hz) . 7. 8 
4 (1H. dd, J = 1. 5Hz, 8. 8Hz), 7. 92 (1H. d . J = 

8. 8Hz), 8. 2 9 (1 H, d. J = 1. 5Hz) 

7-feh> (7 6 7mg) £/fil\ <t^«<D^;tTefet»^iW% 

(2. 4 g , 50%) &ntt. 

NMR (CDC I 3 ) 6M : 1 . 8 4 (6H, s) , 2. 4 6 (3H. s) , 
4. 94 (1H. s), 6. 65 (1H. s), 7. 15 ( 1 H, d, J=8. 
8Hz) . 7. 2-7. 6 (4H. m) , 7. 82 (2H. d, J=8. OH 
z) . 7. 8 9 (1 H, d. J =8. 8 H z) 
E I -MS m/z : 3 6 1 (M + ) 
###4 7 

i -^>*f>*^7fc-JU- 2 ~^v^a^-;u- 5 > K — JL 

*#«4 1 <0-fb^» (8 5 8mg) 5U6«2 <hl^«fl5^TSfe»^ 

<DBWS) (9 7 7mg, 6 9 %) £?9fc 0 
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NMR (CDCI,) ««: 2. 24 (3H, s), 2. 48 (3H, s), 
5. 14 (1 H, s), 5. 29 (1H, s). 6. 37 (1H, s), 7. 2 
-7. 5 (5H, m), 7. 65 (2H, d, J=7. 6Hz). 8. 08 (1 
H, d, J =8. 6 H z ) 

1 -^>-bf>^7^-JU- 5->*>x;U/fczju- 2-^v^g^-jL>f 

««4 70Yb^ft (8 2 5mg) *fflU. #^ 4 0 £ ^*<D*irca&fe» 
(4 2 8mg, 4 9%) 
NMR (CDCI,) 0«: 2. 25 (3H, s), 3. 07 (3H, s). 
5. 15 (1H, s), 5. 3 7 (1 H, s) , 6. 55 (1H, s). 7. 3 
-7. 6 (3H, m), 7. 70 (2H, d, J=7. 6Hz), 7. 85 (1 
H, dd, J = 1. 5Hz, 8. 6Hz). 8. 03 (1H, d, J = l. 5H 
z) , 8. 3 6 (1 H, d, J =8. 6 Hz) 
$#014 9 

2 - 4 V 7 P ^—iV - 5 >*)\,*.-)V>< > K - )V 

*#«4 8<Dit£&) (4 0 Omg) <Mt«|4 1 <!:P«OD^TSfe» 

B ( 2 4 9 m g , 9 956) 
NMR (CDCI,) «fit:2. 21 (3H. s), 3. 08 (3H, s). 
5. 19 (1H, s). 5. 40 (1H, s), 6. 66 (1H, s), 7. 4 
5 (1H, d, J=8. 5Hz), 7. 71 (1 H, d, J =8. 5Hz). 
8. 2 0 (1 H, s) , 8. 6 1 (1 H, b s) 
$Sfeft4 2 

i- (4-^aa^>yw;u) - 5-^^>^7k-^-2-^yyq^-ju 

4 9 tfMt^J (2 3 Omg) 5 «»:P8<Z)*;rcJ!Sfe7^ 
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;U77^©B«1* (1 73mg, 4 7%) 

NMR (CDC I 3 ) a«:l. 95 (3H, s), 3. 09 (3H, s). 5. 
04 (lH. s), 5. 07 (1H, s), 6. 78 (1H, s), 7. 43 
(2H, d, J=8. 4Hz), 7. 58 (2H, d, J = 8. 4Hz) , 7. 
7 8 (2 H. m) , 8. 2 3 (1 H. s) 

cox-2&mmm<»i*w 

thCOX-2©c DNAIiL PSjM»fchHUScDNA^-f:/^y- (C L 

ONETECHfc) J:U, -/W^yy-f-bf>r->3> (plaque 

hybridization) iCfcU pCOS-1 lCffl*M^ 

TpCOS-hCOX-2 Ufc. pCOS-hCOX-2£CH OtBBBfC 

XI/* h07KU-v3>j*Th7>^7x^ COX- 256^^P->2 A 
1 2 £3*/!:. 

SCUM 2 

COX-2;Stt31giS 

COX-2fB9l^D->'2 A 1 2*9 67XyU-h(C:3 0 0 0/we I IT* 
2s 4Smwmm^ we I l«Hanksi«Tiit»U Ha n k s«fCiS»U 

ttm&<D<t&mzinx.s 3 7trc3o#iaus*ufc. 7^*K>»is>«^» 

gl 0/*M<hft<5.fc5ia!lD*.. $ £ IC 3 0 ttH|ig« U lg«±«4>©PG E 2* 
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